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What ls Claimed Is: 



- A conipGund of Foi mula I: 




in which: 

the dashed lines indicate optional unsaturation without violating valency 

rules; 

R 1 is hydrogen, (C^alk^l or -C(0)R 6 , wherein R 6 is as defined below, or 
R 1 is absent when a double bond exists between the nitrogen atom to which R 1 
is attached and an adjacent ring atom\pr R 1 is as defined below; 

X 1 is -NR 2 -, -S-, -S(O)-, -S(0^- or -O-, wherein R 2 is hydrogen or 
(C 1 ^)alkyl or is absent when a double boiid exists between the nitrogen atom to 
which R 2 is attached and an adjacent ring aibm; 

A 1 is a monocyclic or fused polycyclifc ring system selected from aryl 
containing a total of 6 to 14 ring atoms, heteroaryl containing a total of 5 to 14 
ring atoms and unsaturated, partially unsaturated or^aturated carbocycloalkyl or 
heterocycloalkyl each containing a total of 3 to 14 ringVtoms, or A 1 together with 
R 1 and the atoms to which A 1 and R 1 are attached fornAa fused polycyclic ring 
system selected from heteroaryl and unsaturated, partially unsaturated or saturated 
heterocycloalkyl in any case containing a total of 10 to 15 rink atoms, wherein A 1 
may be substituted with a group selected from -X 2 R 3 , -X 2 OR 3 , -X 2 C(0)R 3 , 
-X 2 OC(0)R 3 , -X 2 C(0)OR 3 , -X 2 SR\ -X 2 S(0)R 3 , -X 2 S(0) 2 V 3 , -X 2 NR 3 R 4 , 
-X 2 NR 4 C(0)R 3 , -X 2 NR 4 C(0)OR 3 , -X 2 C(0)NR 3 R 4 , -X 2 NRHC(0)NR 3 R 4 , 
-X 2 NR 4 C(NR 4 )NR 3 R 4 ,-X 2 NR 4 S(0) 2 R 3 and -X 2 S(0) 2 NR 3 R\ whereinV 2 is a bond 
or (C^)alkylene, R 3 is -X 2 R 5 wherein X 2 is as defined above and I^ 5 is aryl 
containing a total of 6 to 10 ring atoms, heteroaryl containing a total of ^ to 10 



^ing atoms or unsaturated, partially unsaturated or saturated carbocycloalkyl or 
heterocycloalkyl each containing a total of 3 to 10 ring atoms, and R 4 at each 
occurrence independently is hydrogen, (C^)alkyl or halo-substituted (Chalky!, 



wherein "teach ring within A 1 and R 5 contains from 3 to 8 ring atoms and may be 
substitutedNwith 1 to 3 groups independently selected from (C 1 ^)alkyl, cyano, 
halo, nitro, \alo-substituted (C^)alkyl, -X 2 OR 4 , -X 2 C(0)R 6 , -X 2 OG(0)R 6 , 
-X 2 C(0)OR 4 , ^X 2 SR 4 , -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 , -X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , 
-X 2 NR 4 C(0)OR 4 NrX 2 C(0)NR 4 R 4 , -X 2 NR 4 C(0)NR 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 , 
-X 2 NR 4 S(0) 2 R 6 and\x 2 S(0) 2 NR 4 R 4 , wherein X 2 and R 4 are as defined above and 
R 6 is (C^alkyl or\ halo-substituted (Cj^)alkyl, and wherein any said 
carbocycloalkyl and heterocycloalkyl rings within A 1 and R 5 maybe substituted 
further with 1 to 2 groupk independently selected from (C^alkylidene, oxo, 
imino and thioxo, with they proviso that only one of A 1 and R 5 is a fused 
polycyclic ring system; 

A 2 is a monocyclic or fuked bicyclic ring selected from heteroarylene or 
unsaturated, partially unsaturated \>r saturated heterocycloalkylene containing a 
total of 5 to 1 1 ring atoms, wherein A 2 may be substituted with a group selected 
from -X 2 R 8 , -X 2 OR 8 , -X 2 C(0)R 8 , -X 2 OC(0)R 8 , -X 2 C(0)OR 8 , -X 2 SR 8 , -X 2 S(0)R 8 , 
-X 2 S(0) 2 R 8 , -X 2 NR 4 R 8 , -X 2 NR 4 C(0)R 8 , -X 2 NR 4 C(0)OR 8 , -X 2 C(0)NR 4 R 8 , 
-X 2 NR 4 C(0)NR 4 R 8 , -X 2 NR 4 C(NR 4 )NR 4 R 8 ,-X 2 NR 4 S(0) 2 R 8 and -X 2 S(0) 2 NR 4 R 8 , 
wherein X 2 is a bond or (CV 6 )alkylene, R 8 isVX 2 R 9 wherein X 2 is as defined above 
and R 9 is aryl containing a total of 6 to 10 ring atoms, heteroaryl containing a 
total of 5 to 10 ring atoms or unsaturated, partially unsaturated or saturated 
carbocycloalkyl or heterocycloalkyl each containing a total of 3 to 10 ring atoms, 
and R 4 at each occurrence independently lk hydrogen, (C 1H5 )alkyl or 
halo-substituted (C 1-6 )alkyl, wherein each ring withiri A 2 and R 8 contains from 3 
to 8 ring atoms and may be substituted with 1 to 3 groups independently selected 
from (C^alkyl, cyano, halo, nitro, halo-substitutecl (C^alkyl, -X 2 OR 4 , 
-X 2 C(0)R 6 , -X 2 OC(0)R 6 , -X 2 C(0)OR 4 , -X 2 SR\ -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 , 
-X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , -X 2 NR 4 C(0)OR 4 , \-X 2 C(0)NR 4 R 4 , 



-X*NR 4 C(0)NR 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 , -X 2 C(0)NR 4 X 2 C(0)OR 4 , 
-X 2 Nk 4 S(0) 2 R 6 and -X 2 S(0) 2 NR 4 R 4 , wherein X 2 and R 4 are as defined above and 
R 6 is \C j .Jalk yl or halo-substituted ( C , ^)alkyl , _jmd^vherein __any_said 



heterocyctbalkylene, carbocycloalkyl and heterocycloalkyl rings within A 2 and R 8 
may be substituted further with 1 to 2 groups independently selected from 
(C^alkylidene^ oxo, imino and thioxo, with the proviso that only one of A 2 and 
R 8 is a fused polycyclic ring system; and 

A 3 is a monocyclic or fused polycyclic ring system selected from aryl 
containing a total of oJto 14 ring atoms, heteroaryl containing a total of 5 to 14 
ring atoms and unsaturated, partially unsaturated or saturated carbocycloalkyl or 
heterocycloalkyl each containing a total of 3 to 14 ring atoms, wherein A 3 may 
be substituted with a grbup selected from -X 2 R 9 , -X 2 OR 9 , -X 2 C(0)R 9 , 
-X 2 OC(0)R 9 , -X 2 C(0)OR 9 ,\-X 2 SR 9 , -X 2 S(0)R 9 , -X 2 S(0) 2 R 9 , -X 2 NR 4 R 9 , 
-X 2 NR 4 C(0)R 9 , -X 2 NR 4 C(OJOR 9 , -X 2 C(0)NR 4 R 9 , -X 2 NR 4 C(0)NR 4 R 9 , 
-X 2 NR 4 C(NR 4 )NR 4 R 9 ,-X 2 NR 4 S(05bR 9 and -X 2 S(0) 2 NR 4 R 9 , wherein X 2 is a bond 
or (C,^)alkylene, R 9 is -X 2 R 10 wherein X 2 is as defined above and R 10 is aryl 
containing a total of 6 to 10 ring atoms, heteroaryl containing a total of 5 to 10 
ring atoms or unsaturated, partially unsaturated or saturated carbocycloalkyl or 
heterocycloalkyl each containing a total of 3 to 10 ring atoms, and R 4 at each 
occurrence independently is hydrogen, (C^ ralkyl or halo-substituted (C,^)alkyl, 
wherein each ring within A 3 and R 10 contains from 3 to 8 ring atoms and may be 
substituted with 1 to 3 groups independently selected from (C 1-6 )alkyl, cyano, 
halo, nitro, halo-substituted (C^)alkyl, -X^R 4 , -X 2 C(0)R 6 , -X 2 OC(0)R 6 , 
-X 2 C(0)OR 4 , -X 2 SR\ -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 , \x 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , 
-X 2 NR 4 C(0)OR 4 , -X 2 C(0)NR 4 R 4 , -X 2 NR 4 C(0)NrV\ -X 2 NR 4 C(NR 4 )NR 4 R 4 , 
-X 2 NR 4 S(0) 2 R 6 and -X 2 S(0) 2 NR 4 R 4 , wherein X 2 and RV as defined above and 
R 6 is (C^alkyl or halo-substituted (C,^)alkyl, arid wherein any said 
carbocycloalkyl and heterocycloalkyl rings within A 3 and Rl 0 may be substituted 
further with 1 to 2 groups independently selected from (CL)alkylidene, oxo, 
imino and thioxo, with the proviso that only one of A 3 airtj R 10 is a fused 



polycyclic ring system; and the Af-oxide derivatives, prodrug derivatives, 
protected derivatives, individual stereoisomers and mixtures of stereoisomers; 
and the pfearmaceutically acceptable salts thereof; 



with the proviso that when said compound is selected from the group consisting 
of Formulae 11(a), 11(b) and 11(c): 




H(a) 

then A 3 is other than: 

unsubstituted pyridyl; 
unsubstituted thienyl; 
unsubstituted indolyl; 
unsubstituted phenyl; 
benzo[ 1 ,3]dioxolyl; 
2,3-dihydro-benzo[ 1 ,4]dioxinyl; 

phenyl which is mono-substituted by fluoro, brof^o, iodo, nitro, methyl, 
isopropyl, ethoxy or methylsulfanyl; and 

phenyl which is substituted by at least one of chloro, hydroxy or methoxy. 



2. The compdvmd of claim 1, and the Af-oxide derivatives, prodrug 
derivatives, protected derivatives, individual stereoisomers and mixtures of 
stereoisomers; and the pharmaceuo^ally acceptable salts of said compound, with 
the further proviso that A 3 is other i 

unsubstituted pyridyl; 

unsubstituted thienyl; 
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ansubstituted indolyl; 
unsubstituted phenyl; 
benzoH,3]dioxolyl; 



2,3-dihydfco-benzo[l,4]dioxinyl; and 

phenyl whichds substituted by at least one of halogen, nitro, hydroxy, (C u 
3 )alkyl, methoxy, ethoxy^and methylsulfanyl. 

3. The compoundvof claim 1, and the W-oxide derivatives, prodrug 
derivatives, protected derivative^, individual stereoisomers and mixtures of 
stereoisomers; and the pharmaceutic^ly acceptable salts of said compound, with 
the further proviso that A 1 is not 4-hydraxy-6-methyl-2-oxo-2//-pyran-3-yl. 



4. The compound of Claim 1 in which said compound is of Formula 



1(A): 




1(A) 

in which R 1 , A 1 , A 2 and A 3 are as defined in Claim 1 ; and the Af-oxide derivatives, 
prodrug derivatives, protected derivatives, individual stereoisomers and mixtb^es 
of stereoisomers; and the pharmaceutical^ acceptable salts thereof. 



The compound of Claim 4 in which said compound is of Formula 



1(B): 
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KB) 

in which R\ A?, A 2 and A 3 are defined as in Claim 1 ; and the A^-oxide derivatives, 
prodrug derivatiVes, protected derivatives, individual stereoisomers and mixtures 
of stereoisomers; ^nd the pharmaceutically acceptable salts thereof. 
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The compound of Claim 5 



in 



which said A 2 



is 



2,3,6,7-tetrahydro-[l,4]th|azepin-5,7-ylene, that is the compound of Formula 
1(C): 



10 



15 



in which A 1 and A 3 are defined as in^Claim 1, and said 2,3,6,7-tetrahydro- 
[l,4]thiazepin-5,7-ylene may be substituted with 1 to 3 groups independently 
selected from (C^alkyl, cyano, halo, nitro, halo-substituted (C^alkyl, -X 2 OR 4 , 
-X 2 C(0)R 6 , -X 2 OC(0)R 6 , -X 2 C(0)OR 4 , -xW, -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 , 
-X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , -X 2 NR 4 C(G0OR 4 , -X 2 C(0)NR 4 R 4 , 
-X 2 NR 4 C(0)NR 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R\ ^X 2 C(0)NR 4 X 2 C(0)OR 4 , 
-X 2 NR 4 S(0) 2 R 6 and -X 2 S(0) 2 ftR 4 R 4 , wherein X 2 is a btond or (C^)alkylene, R 4 
at each occurrence independently is hydrogen, (C 1 ^)alkyl or halo-substituted (C,. 
6 )alkyl, and R 6 is (C,^)alkyl or halo-substituted (Chalky!; and the N-oxide 
derivatives, prodrug derivatives, protected derivatives, individual stereoisomers 
and mixtures of stereoisomers; and the pharmaceutically acceptable salts thereof. 
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7\ The compound of Claim 6 in which A 1 is 4-hydroxy-6-methyl- 
2-oxo-2//-pyran-3-yl or 4-methoxy-6-methyl-2-oxo-2//-pyran-3-yl; and the 
Af-oxide derivatives, prodrug deriv atives, protected derivatives , individual 
stereoisomers and mixtures of stereoisomers; and the pharmaceutical^ acceptable 
5 salts thereof. \ 

8. The compound of Claim 7 in which said compound is selected 
from the group consisting of: 

4-hydroxy-6-meth^3-[7-(3-phenyl-lH-pyrazol-4-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2>one; 
£ 10 3-[7-(5-ethyl-thien-2^1)-23,6J-tetrahydro-[l,4]thiazepin-5-yl]-4- 
W hydroxy-6-methyl-pyran-2-one; \ 

yi 3-[7-( 1 -benzyl- lH-indol-3-Vl)-2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]-4- 

Jc \ 

j: hydroxy-6-methyl-pyran-2-one; \ 

3 4-hydroxy-6-methyl-3[7-(2-tnfluoromethylsulfanyl-phenyl)-2,3,6,7- 

^15 tetrahydro-[l,4]thiazepin-5-yl]-pyran-2-0ne; 

£T 4-hydroxy-6-methyl-3[7-(3-triflu\romethylsulfanyl-phenyl)-2,3,6,7- 
W \ 

O tetrahydro-[ 1 ,4]thiazepin-5-yl]-pyran-2-one;\ 

4-hydroxy-6-methyl-3[7-(4-trifluoromethylsulfanyl-phenyl)-2,3,6,7- 
tetrahydro-[ 1 ,4]thiazepin-5-yl]-pyran-2-one; \ 
20 4-hydroxy-6-methyl-3-[7-[3-(3-trifluoromethvl-phenoxy)-phenyl]-2,3,6,7- 
tetrahydro-[ 1 ,4] thiazepin-5-yl]-pyran-2-one; \ 

3-[7-[3-(3,4-cUchloro-phenoxy)-phenyl]^ 
5-yl] -4-hydroxy-6-methyl-pyran-2-one; \ 

3- [7-[3-(3,5-dichloro-phenoxy)-phenyl]-2,3,6 J-tetndiydro-[ 1 ,4] thiazepin- 
25 5-yl] -4-hydroxy-6-methyl-pyran-2-one ; \ 

4- hydroxy-6-methyl-3-{7-[5-(3-trifluoromethyl-ph6nyl)-furan-2-yl]- 
2,3»6,7-tetrahydro-[l ,4]thiazepin-5-yl }-pyran-2-one; \ 

3-{ 7-[5-(2-chloro-phenyl)-furan-2-yl]-2,3,6 ,7-tetrahydro-[ l\4]thiazepin-5- 
yl } -4-hydroxy-6-methyl-pyran-2-one; \ 
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-{ 7-[5-(3-chloro-phenyl)-furan-2-yl]-2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5- 
yl } -4-hy<koxy-6-methyl-pyran-2-one; 
3- {A[5-(4-cMoro-phenyl)-fe^^ 



30 



yl } -4-hydroxw6-methyl-pyran-2-one; 

4-hydrorty-6-methyl-3- { 7-[5-(2-chloro-5-txifluoromethyl-phenyl)-furan-2- 
yl]-2,3,6 ,7-tetrahydro-[ 1 ,4]thiazepin-5-yl }-pyran-2-one; 

3 - [7 -(4-brofiao-thien-2-y l)-2 ,3 ,6 ,7 -tetrahydro- [ 1 ,4] thiazepin- 5 -yl]-4- 
hydroxy-6-methyl-pyr^n-2-one; 

3-[7-(5-bromo-thien-2-yl)-2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2rone ; 

3- [7-(l-benzenes\lfonyl-lif-pyrrol-2-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-4-hydroxyr6-methyl-pyran-2-one; 

4- hydroxy-6-methyl-3-b7-(3-methyl-thien-2-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

4-hydroxy-6-methyl-3-[7-05-methyl-thien-2-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

4-hydroxy-6-methyl-3-[7-(l-me\^yl-l/f-indol-3-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

3-[7-(3-chloro-2-methyl-5-trifluorAmethyl-l^-pyrazol-4-yl)-2, 3,6,7- 
tetrahydro-[ 1 ,4]tWazepin-5-yl]-4-hydroxy-6-Aethyl-pyran-2-one; 

3-{7-[l-(2,4-difluoro-benzenesulforiVl)-l//-pyrrrol-2-yl]-2,3,6,7- 
tetrahydro-[l,4]thiazepin-5-yl}-4-hydroxy-6-methyl-pyran-2-one; 

3-(7-[2,2']bithienyl-5-yl-23,6,7-tetrahy^o-[l,4]thiazepin-5-yl)-4- 
hydroxy-6-methyl-pyran-2-one; 

3-{7-tl-(3,5-dichloro-phenyl)-li/-pyrrrol-2Yl]-23,6,7-tetrahydro- 
[ 1 ,4] thiazepin-5-yl } -4-hydroxy-6-methyl-pyran-2-one; 

3- { 7-[ 1 -(4-chloro-phenyl)- l//-pyrrrol-2-yl] -\3 ,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl } -4-hydroxy-6-methyl-pyran-2-one; 

3-[7K5-chloro-lH-indol-3-yl)-2,3,6,7-tetrahydro-[l,4]^azepin-5-yU 
hydroxy-6-methyl-pyran-2-one; 
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4-hydroxy-6-methyl-3- [7-(6-/?-tolylsulfanyl-imidazo[2, 1 -b] thiazol-5 -yl)- 



• 15 



2,3,6,7-tetrahydro-[ l ,4]thiazepin-5-yl]-pyran-2-one; 
3-[?-(4,5-dibroffio-tfaien-2- yl)^^ 



20 



hydroxy-6-methyl-pyran-2-one; 

4-hydroxy-6-methyl-3-[7-(5-methylsulfanyl-thien-2-yl)-2^,6,7- 
tetrahydro-[l ,4]tliiazepin-5-yl]-pyran-2-Gne; 

3-[7K5-chlVo-l-methyl-3-phenyl-l^^ 
[ 1 ,4]thiazepin-5-yl]-4rhydroxy-6-methyl-pyran-2-one; 

3- [7-(4-dimeth^amino-phenyl)-2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran^-one; 

4- hydroxy-6-methyl\3-[7-(4-trifluoromethoxy-phen^ 
[ 1 ,4]thiazepin-5-yl]-pyran-2^pne; 

3- [7-(bis-lrifluoromethw-phenyl)-2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-pyran-2-one; 

4- hydroxy-3-[7-(4-metlranesulfonyl-phenyl)-2,3,6,7-tetrahydro- 
[1 ,4]thiazepin-5-yl]-6-methyl-pyram2-one; and 

3-[7-(2,4-dimethoxy-phenyl)-^3»6J-tetrahydro-[l,4]thiazepin-5-yl]-4- 
methoxy-6-methyl-pyran-2-one; 

and the Af-oxide derivatives, prodhig derivatives, protected derivatives; 
and the pharmaceutically acceptable salts thereof. 



25 



9. The compound of Claim 6 in which A 1 is 4-hydroxy-6-methyl- 
2-oxo-5,6-dihydro-2//-pyran-3-yl or 4-methoxy-6-methyl-2-oxo-5,6-dihydro- 
2/7-pyran-3-yl; and the Af-oxide derivatives, prodrug derivatives, protected 
derivatives, individual stereoisomers and mixture^of stereoisomers; and the 
pharmaceutically acceptable salts thereof. 



10. The compound of Claim 9 in which said\;ompound is selected 
from the group consisting of: 



-103- 



10 



m 

fi - 5 



Hi 
m 

s 



3-Y7-(2,4-dimethoxy-phenyl)-2,3,6 ,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]- 
4-hydroxy^-methyl-5,6-dihydro-pyran-2-one; 
3-[7-\2,4~diethox >^pj^yl)^,3,^^ 



4-hydroxy-6-mfethyl-5,6-dihydro-pyran-2-one; 

3-[7-(4<limethylamino-phenyl)-2,3,6,7-^ 
4^hydroxy-6-methyl-5 ,6-dihydro-pyran-2-one ; and 

3-[7-(2,3,4-trimethoxy-phenyl)-2,3,6,7^^ 
4-hydroxy-6-methyl-5,iS-dihydro-pyran-2-one; 

and the iV-oxide aerivatives, prodrug derivatives, protected derivatives; 
and the pharmaceutical^ acceptable salts thereof. 

11. The compound \}f Claim 6 in which A 1 is 2-hydroxy-6-oxo- 
cyclohex-l-enyl or 2-methoxy\6-oxo-cyclohex-l-enyl; and the Af-oxide 
derivatives, prodrug derivatives, protected derivatives, individual stereoisomers 
and mixtures of stereoisomers; and thepharmaceutically acceptable salts thereof. 
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12. The compound of Claim 1 i\in which said compound is selected 
from the group consisting of: 

2-[7-(2,4-dimethoxy-phenyl)-2,3,6,7-\etrahydro-[l,4]thiazepin-5-yl]- 
3-hydroxy-cyclohex-2-enone; 

2- [7-(2,4-diethoxy-phenyl)-2,3,6,7-tetral\ydro-[ 1 ,4]thiazepin-5-yl]- 
3-hydroxy-cyclohex-2-enone; and 

3- hydroxy-2-[7-(2,3,4-trimethoxy-phenj^)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-cyclohex-2-enone; 

and the TV-oxide derivatives, prodrug derivatives, jJi*otected derivatives; 
and the pharmaceutical^ acceptable salts thereof. 



-104- 



ffl 

y 5 
01 

HI 



□ 10 



L 3. The compound of claim 6 in which A 1 is a group of Formula (c): 

OR 7 




in which R 7 is hydrogen or methyl, R u is hydrogenor (C^alkyl and the free 
valence is attached to A 2 ; and the AT-oxide derivative&v prodrug derivatives, 
protected derivatives, individual stereoisomers and mixturekx^f stereoisomers; 
and the pharmaceutical^ acceptable salts thereof. 



14. The compounchof Claim 13 which is: 

3-[7-2,4-dimethoxy-pheny^-2,3,6,,7-tetrahydro-[l,4]thiazepin-5-yl]-4- 
hydroxy- lif-quinolin-2-one; 

and the W-oxide derivatives, prodrug derivatives, protected derivatives; 
and the pharmaceutical^ acceptable salts tnfereof. 



15. The cbmpound of Claim 5 in which said A 2 is 2,3-dihydro- 
benzo [b][l 9 4] thiazepin-S^-ylene that is the compound-of Formula 1(D): 
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in iwch A' and A' are defined as in Claim 1, and said 2,3-dihydro- 
benzof^n .^thiazepin-SJ-ylene may be substituted with 1 to 3 groups 
independently sel ected from (C.Jalkyl, cyano, halo, nitro, halo-substituted 
CC^alkyl, - W -X 2 C(0)R«, -X 2 OC(0)R«, -X'C(0)OR\ -X 2 SR<, -X*S(0)R« 
-X*S(0) 2 R«, W -X*NR<C(0)R«, -X^CCONR^' 
• XWC( °H -XWC(NR W ,XWS W and -X>S(0) 2 NR<R<' 
wherein X 2 is a bond or (C, Jalkylene, R< at each occurrence independently is 
hydrogen, (C.JalkylVr halo-substituted (C.Jalkyl, and R 6 is (C 16 )alkyl or 
halo-substituted (C^aW and the tf-oxide derivatives, prodrug derivatives 
protected derivatives, individual stereoisomers and mixtures of stereoisomers; 
and the pharmaceutically acceptable salts thereof. 



16. The compoundW Claim 15 in which A 1 is 4-hydroxy-6-methyl- 
2-oxo-2tf- P yran-3-yl or 4-metW6-methyl-2-oxo-2^-pyran-3-yl; and the 
"-oxide derivatives, prodrug difcdvatives, protected derivatives, individual 

stereoisomers and mixtures ofsteioWomers; and the pharmaceutically acceptable 
salts thereof. 



1 7. The compound of ClaimVl 6 which is: 

3-[2-(2,4-diethoxy-phenyl)-2,3-d)hydro-benzo[fc][l,4]thi a zepin-^ 
hydroxy-6-methyl-pyran-2-one; 

and the tf-oxide derivatives, prodrug, derivatives, protected derivatives; 
and the pharmaceutically acceptable salts theteof. 

18. The compound of Claim 15 in wVich A 1 is 4-hydroxy-6-methyl- 
2-oxo-5,6-dihydro-2//-pyran-3-yl or 4-methoxA6-methyl-2-oxo-5,6-dihydro- 
2tf-pyran-3-yl; and the "-oxide derivatives, prodrug derivatives, protected 
derivatives, individual stereoisomers and mixtures\of stereoisomers; and the 
pharmaceutically acceptable salts thereof. 
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19\ The compound of Claim 18 which is: 

4-hy&roxy-6-methyl-3-[2-(2,3 ) 4-trimethoxy-phenyl)-2,3-dihydro- 
benzo[fc] [ 1 ,4]thi^:epin-4-yl]-5 ? 6-dihydro-pyran-2-one; . 



and the Af-o^de derivatives, prodrug derivatives, protected derivatives; 
and the pharmaceutical acceptable salts thereof. 



20. The compound of Claim 15 in which A 1 is 2-hydroxy-6-oxo- 
cyclohex-l-enyl or 2-methoxW6-oxo-cyclohex-l-enyl; and the iV-oxide 
derivatives, prodrug derivatives, protected derivatives, individual stereoisomers 
and mixtures of stereoisomers; and thdpparmaceutically acceptable salts thereof. 



bjlO 



15 



21. The compound of Claim 20 in w{iich said compound is selected 
from the group consisting of: 

3 - hydroxy- 2- [2-(2,4-diethoxy-phe\yl)-2,3-dihydro- 
benzo[ft] [ 1 ,4]thiazepin-4-yl]-cyclohex-2-enone; and 

3-hydroxy-2-[2-(2,3 ,4-trimethoxy- phenyl 3 - di hydro - 
benzo[£] [ 1 ,4]thiazepin-4-yl]-cyclohex-2-enone; 

and the Af-oxide derivatives, prodrug derivatives, protected d&jvatives; 
and the pharmaceutically acceptable salts thereof. 



e compound of Claim 4 in which said A 2 is a group of Formula 




in which R 1 is defined as in Claim 1 &ad said group of Formula (k) may be 
substituted with 1 to 3 groups independently selected from (C H5 )alkyl, cyano, 
halo, nitro, halo-substituted (C^)alkyl, -X*OR 4 , -X 2 C(0)R 6 , -X 2 OC(0)R 6 , 
-X 2 C(0)OR 4 , -X 2 SR 4 , -X 2 S(0)R 6 , -X 2 S(0) 2 r\-X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , 



-107- 



c,Jfl 



in 
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-X 2 NR 4 C(0)ORl -X 2 C(0)NR 4 R 4 , -X 2 NR 4 C(0)NR 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 , 
-X 2 C(0)NR 4 X 2 C(0)OR 4 , -X 2 NR 4 S(0) 2 R 6 and -X 2 S(0) 2 NR 4 R 4 , wherein X 2 is a 
bond or (C^QaJkylene^i* 4 at each occurrence inde pendenuy_is-hvdrogen,-(C 1 - 
6 )alkyl or halo-substituted (C 1 ^)alkyl, and R 6 is (C^)alkyl or halo-substituted 
(C,^)alkyl; and the A^oxide\derivatives, prodrug derivatives, protected 
derivatives, individual stereoisomers and mixtures of stereoisomers; and the 
pharmaceutically acceptable salts thereof. 



23. The compound of Claim 22 in which R 1 is hydrogen; and the 
Af-oxide derivatives, prodrug derivatives, protected derivatives, individual 
stereoisomers and mixtures of stereoisomers; and the pharmaceutically acceptable 
salts thereof. 

24. The compound of Claim 22 in which A 1 is 4-hydroxy-6-methyl- 
2-oxo-2//-pyran-3-yl or 4-mtethoxy-6-methyl-2-oxo-2/f-pyran-3-yl; and the 
Af-oxide derivatives, prodrug derivatives, protected derivatives, individual 
stereoisomers and mixtures of stereoisomers; and the pharmaceutically acceptable 
salts thereof. 



20 



25. The compound of Claim z$ in which said compound is selected 
from the group consisting of: 

3-[4-acetyl-7-(2,4-dimethoxy-phenyl)^[ 1 ,4] thiazepan-5 -yl ] -4-hydroxy-6- 
methyl-pyran-2-one; and 

3-[7-(2,4-dimethoxy-phenyl)-4-(2,2,2-trif^oro-ethanoyl)-[ 1 ,4]thiazepan- 
5-yl]-4-hydroxy-6-methyl-pyran-2-one; 

and the Af-oxide derivatives, prodrug derivatives, protected derivatives; 
and the pharmaceutically acceptable salts thereof. 



25 



26. 

phenyl. 



The compound of Claim 22 in which A 1 is 



►tionally substituted 
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27. The coinpound of Claim 26 which is: 

l-[7-(2 > 4-dimetbc^xy-phenyl)-5-(3-fluoro-4-methoxyphenyl)- 
[ 1 ,4]thiazepan-4-yl]-ethanone; 



and the Af-oxide derivatives, prodrug derivatives, protected derivatives; 
and the pharmaceutically acceptable salts^hereof. 



28. Tft$ compound of Claim 4 in which said A 2 is 2,3-dihydro- 
[l,4]thiazepin-5,7-yIbne that is the compound of Formula 1(F): 



in which A 1 and A 3 are defined as\in Claim 1, and said 2,3-dihydro- 
[l,4]thiazepin-5,7-ylene may be substitutedswith 1 to 3 groups independently 
selected from (C 1-6 )alkyl, cyano, halo, nitro, halo^substituted (Cj^)alkyl, -X 2 OR 4 , 
-X 2 C(0)R 6 , -X 2 OC(0)R 6 , -X 2 C(0)OR 4 , -X 2 SR^ -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 , 
-X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , -X 2 NR 4 C(0)OR 4 , -X 2 C(0)NR 4 R 4 , 
-X 2 NR 4 C(0)NR 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 , -X 2 C(.0)NR 4 X 2 C(0)OR 4 , 
-X 2 NR 4 S(0) 2 R 6 and -X 2 S(0) 2 NR 4 R 4 , wherein X 2 is a bond\r (C^)alkylene, R 4 
at each occurrence independently is hydrogen, (C^alkyl or halb-substituted (C u 
6 )alkyl, and R 6 is (C,^)alkyl or halo-substituted (C la6 )alkyl; anfcl the Af-oxide 
derivatives, prodrug derivatives, protected derivatives, individual stereoisomers 
and mixtures of stereoisomers; and the pharmaceutically acceptable salts thereof. 



29. The compoiaid of Claim 28 in which A 1 is 4-hydroxy-6-methyl- 
2-oxo-2//-pyran-3-yl or 4-m^thoxy-6-methyl-2-oxo-2if-pyran-3-yl; and the 
Af-oxide derivatives, prodrug aterivatives, protected derivatives, individual 
stereoisomers and mixtures of stereoisomers; and the pharmaceutically acceptable 
salts thereof. 



30l The compound of Claim 29 in which said compound is selected 
from the group consisting of: 

3-[7-(A4-dimethoxy-phenyl)-2,3-dihydro-[ 1 ,4]tJiiazepin-5-yl]-4=hydroxy r 

6-methyl-pyr^i-2-one; 

3-[7-(2,4-cUethoxy-phenyl)-2,3-dihydro-[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6- 
methyl-pyran-2-one;Vnd 

3<7-[2,2']bith^yl-5-yl^ 
methyl-pyran-2-one; \ 

and the Af-oxide derivatives, prodrug derivatives, protected derivatives; 
and the pharmaceutically acceptable salts thereof. 

31. The compound of Claim 28 in which A 1 is 4-hydroxy-6-methyl- 
2-oxo-5,6-dihydro-2/f-pyran-3-yl or 4-methoxy-6-methyl-2-oxo-5,6-dihydro- 
2if-pyran-3-yl; and the Af-oxide derivatives, prodrug derivatives, protected 
derivatives, individual stereoisomers afod mixtures of stereoisomers; and the 
pharmaceutically acceptable salts thereof X 

32. The compound of Claim 31 which is: 

3-[7-(2,4Kiiethoxy-phenyl)-2,3-dihydro-[k4]thiazepin-5-yl]^-hydroxy-6- 
methyl-5,6-dihydro-pyran-2-one; \ 

and the TV-oxide derivatives, prodrug derivatives, protected derivatives; 
and the pharmaceutically acceptable salts thereof. \ 

33. The compound of Claim 28 in which A\is 2-hydroxy-6-oxo- 
cyclohex-l-enyl or 2-methoxy-6-oxo-cyclohex-l-enyl; Vnd the Af-oxide 
derivatives, prodrug derivatives, protected derivatives, indivioual stereoisomers 
and mixtures of stereoisomers; and the pharmaceutically acceptable salts thereof. 



34k The compound of Claim 33 which is: 

2-[7-(^-diethoxy-phenyl)-23-dihydro-[l,4]thiazepin-5-yl]-3-hyckoxy 
cyclohex-2-enone 



and the N-oxme derivatives, prodrug derivatives, protected derivatives, 
individual stereoisomers ai^d mixtures of stereoisomers; and the pharmaceutical^ 
acceptable salts thereof. 



35. The compound of Claim 1 in which said compound is of Formula 



1(G): 



36. 




in which n, R 1 , A 1 , A 2 and A 3 are defined as in Claim 1; afkj the Af-oxide 
derivatives, prodrug derivatives, protected derivatives, individual st&eoisomers 
and mixtures of stereoisomers; and the pharmaceutical^ acceptable salts thereof. 



The compound of Claim 35 in which A 2 is a group of Formula (T)T 

/ — \ 



N 



S(0) n 



(1) 



in which n, and R 1 are defined as in Claim 1 and said group of Formula (1) may 
be substituted with 1 to 3 groups independently selected from (C,^)alkyl, cyano, 
halo, nitro, halo-substituted (C^)alkyl, -X?OR 4 , -X 2 C(0)R 6 , -X 2 OC(0)R 6 , 
-X 2 C(0)OR 4 , -X 2 SR 4 , -X 2 S(0)R 6 , -X 2 S(0) 2 Rl -X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , 
-X 2 NR 4 C(0)OR 4 , -X 2 C(0)NR 4 R 4 , -X 2 NR 4 C(0)Nk 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 , 
-X 2 C(0)NR 4 X 2 C(0)OR 4 , -X 2 NR 4 S(0) 2 R 6 and -X 2 S(\) 2 NR 4 R 4 , wherein X 2 is a 



mo 



45 



-Ill- 



bond or (C w )alWne, R 4 at each occurrence independently is hydrogen, (C, 
6 )alkyl or halo-subWed (C,,)alkyl, and R« is (C^alkyl or halo-substituted 

(C^alkyl; and the W-oxide derivative r>™H~,„ ... 

' » r uwivauvci i, protected 



\ w . — _ j j^, m. v », w I VU 

derivatives, individual stereoisomers and mixtures of stereoisomers; and the 
pharmaceutical^ acceptable salts thereof. 



20 



37. \ The compound of Claim 36 in which n is 1 and A 1 is 4-hydroxy- 
6-memyl-2-oxW Py ran-3-yl or 4-methox y -6-methyl-2-oxo-2/f-pyran-3-yl; and 
the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 

stereoisomers and nWures of stereoisomers; and the pharmaceutically acceptable 
salts thereof. ^ 

38. The compound of Claim 37 which is: 

3-[7-(2,4-dimethoxw-phenyl)-l-oxo-2,3,6,7-tetrahydro-l//-l^. 
tl,4]thiazepin-5-yl]-4-hydroxy\6-methoxy-pyran-2-one; 

and the AT-oxide derivatives, prodrug derivatives, protected derivatives; 
and the pharmaceutically acceptably salts thereof. 

39. The compound of claimW in which n is 2 and A 1 is 4-hydroxy- 
6-memyl-2-oxo-2/f-py^^^ 

the A^-oxide derivatives, prodrug derivatives, protected derivatives, individual 

stereoisomers and mixtures of stereoisomer; aW me pharmaceutically acceptable 
salts thereof. 



25 



40. The compound of claim 39 which is\ 

3-[7-(2,4-dimethoxy-phenyl)- 1 , 1 -dioxo-2 ) 3\6,7-tetrahydro- 1//- IX 6 - 
[l,4]thiazepin-5-yl]-4-hydroxy-6-methyl-pyran-2-one; 

and the Af-oxide derivatives, prodrug derivatives\rotected derivatives 
individual stereoisomers and mixtures of stereoisomers; and\e pharmaceutically 
acceptable salts thereof. 



41 . The compound of Claim 1 in which said compound is of Formula 



ffl 



10 



15 




in which R\ R 2 , A 1 , AX and A 3 are as defined in Claim 1; and the Af-oxide 
derivatives, prodrug derivatives, protected derivatives, individual stereoisomers 
and mixtures of stereoisomers; and the pharmaceutically acceptable salts thereof. 

42. The compound of Claim 4 1 in which said A 2 is a group of Formula 



0) 



in which said group of Formula (j) may he substituted with 1 to 3 groups 
independently selected from (C 1 ^)alkyl, cyano, halo, nitro, halo-substituted 
(QJalkyl, -X 2 OR 4 , -X 2 C(0)R 6 , -X 2 OC(0)R 6 , -X 2 C(0)OR\ -X 2 SR 4 , -X 2 S(0)R 6 , 
-X 2 S(0) 2 R 6 , -X 2 NR 4 R\ -X 2 NR 4 C(0)R 6 , -X 2 NR 4 C(0)OR\ -X 2 C(0)NR 4 R\ 
-X 2 NR 4 C(0)NR 4 R\ -X 2 NR 4 C(NR 4 )NR 4 R\\ -X 2 C(0)NR 4 X 2 C(0)OR 4 , 
-X 2 NR 4 S(0) 2 R 6 and -X 2 S(0) 2 NR 4 R 4 , wherein X 2 iAa bond or (C^)alkylene, R 4 
at each occurrence independently is hydrogen, (C 1 ^)aukyl or halo-substituted (C u 
6 )alkyl, and R 6 is (C 1 ^)alkyl or halo-substituted (cX)alkyl; and the TV-oxide 
derivatives, prodrug derivatives, protected derivatives, individual stereoisomers 
and mixtures of stereoisomers; and the pharmaceutically acceptable salts thereof. 
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The compound of Claim 42 in which A 1 is 4-hydroxy-6-methyl- 
2-oxo-2//-^yran-3-yl or 4-methoxy-6-methyl-2-oxo-2//-pyran-3-yl; and the 
Af-oxide derivatives, prodrug derivatives, protected derivatives, individual 



stereoisomers 
salts thereof. 



mixtures of stereoisomers; and the pharmaceutically acceptable 



44. The compound of Claim 43 which is: 

3-[4-(2,4-\limethoxy-phenyl)-4,5-dihydro-3//- 
benzo[£] [ 1 ,4]diazepin-2 Vl]-4-hydroxy-6-methylpyran-2-one; 

and the Af-oxide derivatives, prodrug derivatives, protected derivatives, 
individual stereoisomers and njiixtures of stereoisomers; and the pharmaceutically 
acceptable salts thereof. 



45. The compound of Claim 1 in which said compound is of Formula 



KK): 




in which A 3 is defined as in Claim 1; and the Af-Wide derivatives, prodrug 
derivatives, protected derivatives, individual stereoisomers and mixtures of 
stereoisomers; and the pharmaceutically acceptable salt^ thereof. 

46. The compound of claim 45 which is: 

10-(2,4-dimethoxy-phenyl)-3-methyl-7,8-dihydro-10^-2,5-dioxa-9-thia- 
6a-aza-cyclohepta[a]naphthalene- 1 ,6-dione; 
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and the iV-Q^derivatives, prodrug derivatives, protected derivatives; 
^djh epharmaceuticailly acceptable salts the reof 



\ 
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A^compound selected from the group consisting of: 



4-hydroxy-3V(2-methoxy^ 
fl.4]tWazepin-5-yl]-6-n^thyl. p yran,2-one; 

3-[7-(2-chloro-5\ifl U oromethyl-phenyl)-2,3 ) 6 ) 7-tetrahydro- 
[l,4]th 1 azepin-5-yl]-4-hydroxyXmethyl-pyran-2-one; 

3- [7-(4-dimethylamino-2\i ; eth 0 xy-phenyl)-2,3 ) 6 ) 7-tetr a hydro- 
[l,4]thiazepin-5-yl]-4-hyajoxy-6-methXpyran-2-one; 

4- hydroxy-3- [ 7-(4-chloro-2-melLy-phenyl)-2,3,6,7-tetr a hydro- 
[1 > 4]thiazepin-5-yl]-6-methyl-pyran-2-one; anc 

4-hy ta y-3- [ 7-(2,4-diethoxy-phenyl)-2,3 ( 6\t I Bhyd ro ^ 
yl]-6-methyl-pyran-2-one; or 

a tf-oxide derivative, prodrug derivative, protected\rivative, individual 
stereoisomer and mixtures of stereoisomers; or the pharmace\ally acceptable 
salt thereof. v 



48. Abound selected from the group c^istinTofT 
7-(2,4-ch m etnX«y- P henyl)-5-(4-hydroxy-6-memyl-2-oxo-2^ 
^^methyl^^.ej-teWdro-ri^thiazepine-S-carboxylic acid; and 

2-({l-[7-(2,4-dimethoxy- P henyl)-5-(4-hydroxy-6-methyl-2-oxo- 
2//-pyran-3-yl)-2,2-cnmethylV3,6,7-tetrai 1 yd^ 

amino)-propionic acid terf-butyJ ester; 

and the A^-oxide derivative, prodrug derivatives, protected derivatives- 
and the pharmaceutically acceptablksalts thereof. 

49. The compound of ClaimNl in which A' is a group selected from 
Formulae (b), (c), (d), (e) and (f): \ 
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(b) 
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(c) 



n 

R 11 



n 5 



OR 




O 



(d) 



O 



OCH, 



or^o 



.(e) (f) 
m which R 7 is hydrogen or methyl,^" is hydro 

valance is attached to A 2 , or 



rogen or (C^alkyl and the free 



A 2 and A' together with R- and th\atoms to which A 1 and R' are attached 
forms a group of Formula (g): 



O 



O 



10 



(g) 



wherein X' is -S- and the free valance is attached to A 3 ; L 

A 2 is as defined above or is a monocyclic or fuseAicyclic ring selected 
from heteroarylene or unsaturated, partially unsaturated or saturated 
h^erocycloalkylene containing a total of 5 to 1 1 ring atoms, ^herein A 2 may be 
substituted with a group selected from -X 2 R«, -X 2 OR«, -X 2 C(0)& -X 2 OC(0)R« 
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-X^OJOR 8 ,. -X 2 SR 8 » -X 2 S(0)R 8 , -X 2 S(0) 2 R 8 , -X 2 NR 4 R 8 , -X 2 NR 4 C(0)R 8 , 
-X 2 NRt:(0)OR 8 , -X 2 C(0)NR 4 R 8 , -X 2 NR 4 C(0)NR 4 R 8 , -X 2 NR 4 C(NR 4 )NR 4 R 8 , 
-X 2 NR 4 S(0) 2 R 8 and -X 2 S(0) 2 NR 4 R 8 , wherein X 2 is a bond or (C^)alkylene,.RL 



~is~X 2 R 9 wfietein X 2 is as defined above and R 9 is aryl containing a total of 6 to 
10 ring atoms, l^eteroaryl containing a total of 5 to 10 ring atoms or unsaturated, 
partially unsaturated or saturated carbocycloalkyl or heterocycloalkyl each 
containing a total or3 to 10 ring atoms, and R 4 at each occurrence independently 
is hydrogen, (Chalky! or halo-substituted (C^alkyl, wherein each ring within 
A 2 and R 8 contains from, 3 to 8 ring atoms and may be substituted with 1 to 3 
groups independently selected from (C^)alkyl, cyano, halo, nitro, 
halo-substituted (C^)alkyl,Vx 2 OR 4 , -X 2 C(0)R 6 , -X 2 OC(0)R 6 , -X 2 C(0)OR 4 , 
-X 2 SR 4 , -X 2 S(0)R 6 , -X 2 S(0) 2 R*, -X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , -X 2 NR 4 C(0)OR 4 , 
-X 2 C(0)NR 4 R 4 , -X 2 NR 4 <C(0)NR 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 , 
-X 2 C(0)NR 4 X 2 C(0)OR 4 , -X 2 NR 4 S$p) 2 R 6 and -X 2 S(0) 2 NR 4 R\ wherein X 2 and 
R 4 are as defined above and R 6 is (C^alkyl or halo-substituted (C 1 _ 6 )alkyl, and 
wherein any said heteroalkylene, carbbcycloalkyl and heterocycloalkyl rings 
within A 2 and R 8 may be substituted further with 1 to 2 groups independently 
selected from (C,^)alkylidene, oxo, imino ahd thioxo, with the proviso that only 
one of A 2 and R 8 is a fused polycyclic ring system; and the A^-oxide derivatives, 
prodrug derivatives, protected derivatives, individual stereoisomers and mixtures 
of stereoisomers; and the pharmaceutical^ acceptable salts thereof. 



50. The compound of Claim 49 in which A 2 is a group selected from 
Formulae (h), (i), (j), (k), (1) and (m): \ 
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in which n is 1 or 2 and RMs acetyl or trifluoroacetyl or A 2 and A 1 together with 
R 1 and the atoms to which AJ and R 1 are attached forms a group of Formula (g): 




wherein X 1 is -S- and the free valance is\attached to A 3 ; and the Af-oxide 
derivatives, prodrug derivatives, protected deriVatives, individual stereoisomers 
and mixtures of stereoisomers; and the pharmaceutical^ acceptable salts thereof. 



51. 



A compound of Formula II: 
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n 

in which: 

the dashed liri^s indicate optional unsaturation without violating valency 

rules; 

R 1 is hydrogen, (C^)alkyl or -C(0)R 6 , wherein R 6 is as defined below, or 
R 1 is absent when a double hond exists between the nitrogen atom to which R 1 
is attached and an adjacent rin^; atom or R 1 is as defined below; 
R 7 is hydrogen; 

X 1 is -NR 2 -, -S-, -S(O)-, \S(0) 2 - or -O-, wherein R 2 is hydrogen or 
(C 1 ^)alkyl or is absent when a double,bond exists between the nitrogen atom to 
which R 2 is attached and an adjacent ring atom; 

A 2 is a monocyclic or fused bicyclic ring selected from heteroarylene or 
unsaturated, partially unsaturated or saturated heterocycloalkylene containing a 
total of 5 to 1 1 ring atoms, wherein A 2 may be,substituted with a group selected 
from -R 8 , -X 2 OR 8 , -X 2 C(0)R 8 , -X 2 OC(0)R 8 , -X^C(0)OR 8 , -X 2 SR 8 , -X 2 S(0)R 8 , 
-X 2 S(0) 2 R 8 , -X 2 NR 4 R 8 , -X 2 NR 4 C(0)R 8 , -X 2 NR 4 C(0)OR 8 , -X 2 C(0)NR 4 R 8 , 
-X 2 NR 4 C(0)NR 4 R 8 , -X 2 NR 4 C(NR 4 )NR 4 R 8 ,-X 2 NR 4 S{0) 2 R 8 and -X 2 S(0) 2 NR 4 R 8 , 
wherein X 2 is a bond or (C^alkylene, R 8 is -X 2 R 9 wherein X 2 is as defined above 
and R 9 is aryl containing a total of 6 to 10 ring atoms\heteroaryl containing a 
total of 5 to 10 ring atoms or unsaturated, partially unsaturated or saturated 
carbocycloalkyl or heterocycloalkyl each containing a total of 3 to 10 ring atoms, 
and R 4 at each occurrence independently is hydrogen, (C 1 _ 6 )alkyl or 
halo-substituted (C,^)alkyl, wherein each ring within A 2 and R^ contains from 3 
to 8 ring atoms and may be substituted with 1 to 3 groups independently selected 
from (C^)alkyl, cyano, halo, nitro, halo-substituted (C,^)alKyl, -X 2 OR 4 , 



^X 2 C(0)R\ -X 2 OC(0)R 6 , -X 2 C(0)OR 4 , -X 2 SR 4 , -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 , 
-k 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 ,-X 2 C(0)NR 4 R 4 , -X 2 NR 4 C(0)NR 4 R 4 , 
-X 2 W 4 C(NR 4 )NR 4 R\ -X 2 C(0)NR 4 X 2 C(0)OR 4 ; -X 2 NR 4 S(Q) 2 R 6 _and_ 

-^X 2 S(6)2NR 4 R 4 7wfieremX 2 and R 4 are as defined above and R 6 is (C^)alkyl or 



halo-substituted (C,^)alkyl, and wherein any said heteroalkylene, carbocycloalkyl 
and heterocycloalkyl rings within A 2 and R 8 may be substituted further with 1 to 
2 groups independently selected from (C,^)alkylidene, oxo, imino and thioxo 
with the provisosthat only one of A 2 and R 8 is a fused polycyclic ring system; and 
A 3 is a mcmocyclic or fused polycyclic ring system selected from aryl 
containing a total 0^6 to 14 ring atoms, heteroaryl containing a total of 5 to 14 
ring atoms and unsaturated, partially unsaturated or saturated carbocycloalkyl or 
heterocycloalkyl each containing a total of 3 to 14 ring atoms, wherein A 3 may 
be substituted with a gro\p selected from -R 9 , -X 2 OR 9 , -X 2 C(0)R 9 , -X 2 OC(0)R 9 , 
-X 2 C(0)OR 9 , -X 2 SR 9 , -X 2 S(0)R 9 , -X 2 S(0) 2 R 9 , -X 2 NR 4 R 9 , -X 2 NR 4 C(0)R 9 , 
-X 2 NR 4 C(0)OR 9 , -X 2 C(0)MR 4 R 9 , -X 2 NR 4 C(0)NR 4 R 9 , -X 2 NR 4 C(NR 4 )NR 4 R 9 , 
-X 2 NR 4 S(0) 2 R 9 and -X 2 S(0)Vr 4 R 9 , wherein X 2 is a bond or (C^)alkylene, R 9 
is -X 2 R 10 wherein X 2 is as defined above and R 10 is aryl containing a total of 6 to 
10 ring atoms, heteroaryl containing a total of 5 to 10 ring atoms or unsaturated, 
partially unsaturated or saturated carbocycloalkyl or heterocycloalkyl each 
containing a total of 3 to 10 ring atoms, and R 4 at each occurrence independently 
is hydrogen, (C^)alkyl or halo-substituted (C^alkyl, wherein each ring within 
A 3 and R 10 contains from 3 to 8 ring atoms and may be substituted with 1 to 3 
groups independently selected from (C^)alkyl, cyano, halo, nitro, 
halo-substituted (C^)alkyl, -X 2 OR\ -X 2 C(0)R 6 , -X 2 OC(0)R 6 , -X 2 C(0)OR 4 , 
-X 2 SR 4 , -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 , -X 2 NR 4 R 4 \-X 2 NR 4 C(0)R 6 , -X 2 NR 4 C(0)OR 4 , 
-X 2 C(0)NR 4 R 4 , -X 2 NR 4 C(0)NR 4 R\ -X 2 NR 4 G(NR 4 )NR 4 R 4 ,-X 2 NR 4 S(0) 2 R 6 and 
-X 2 S(0) 2 NR 4 R 4 , wherein X 2 and R 4 are as defiried above and R 6 is (C^)alkyl or 
halo-substituted (C^alkyl, and wherein any said carbocycloalkyl and 
heterocycloalkyl rings within A 3 and R 10 may be substituted further with 1 to 2 
groups independently selected from (C,^)alkylidene\oxo, imino and thioxo with 
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the proviso that only one of A 3 and R 10 is a fused polycyclic ring system; and the 
/-oxide derivatives, prodrug derivatives, protected derivatives, individual 
stereoisomers and mixtures of stereoisomers; and the phannaceutically^ceptable_ 



"salfs\thereof; 

^provided, however, Formula II does not represent a compound wherein 
2, 3,6,7 -let rahy d r o - [ 1 , 4 ] t h i a z e p i n y 1 ene, 2,3 - d i hydro - 
benzo[0J[l,4]thiazepinylene or 7-trifluoro-2,3-dihydro- 
benzo[fe][l,4]thiazepinylene and A 3 is benzo[l,3]dioxolyl, indolyl, phenyl, 
pyridyl or thienyl, wherein said phenyl may be substituted with 1 to 3 groups 
independently selected from halo, nitro, hydroxy, (Cj^)alkyl, (C M )alkylsulfanyl 
and (C M )alkylow or any W-oxide derivative; protected derivative, individual 
stereoisomer or mixture of stereoisomers, or pharmaceutical^ acceptable salt 
thereof. 

52. The coimjound of Claim 5 1 in which A 2 is a group selected from 
Formulae (h), (i), (j), (k)\(l) and (m): 
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inwhichVis 1 or 2 and R« is acetyl or trifluoroacetyl or A 2 
R' and the Wins to which A 1 and R' are attached forms 



and A 1 together with 
a group of Formula (g): 



'N 
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u • , x (8) 

wheretn X' is -s- and me f A vaIance , s attached (o Md ^ ^ 

derivatives, prodrug derivatives, pWd ttv>H individual sterBoisomers 
and mixtures of stereoisomers; and tk pharmaceutical* acceptable salts thereof. 

53. The compound of ClaimVz in which A 3 is phenyl or heteroaryl 
containing a total of 5 to 9 ring atoms, w\erei» A' may be substituted with a 
group se.ec.ed from -R°, -X W, -X'SR* anoVX'S^R', wherein R' is 
X is abond or (CJaUcyfene and R 10 is phenyl orheteroaryl containing a total of 
5 to 6 nng atoms, wherein each ring within A' arrdR 10 may be substituted with 
> <o 3 groups independently selected ftom ( Cl< )kyl, halo, halo-substituted 
(C, Jalkyl, -XW, -X'SR', -X=S(0) iR « and -X'nW, wherein R« a, each 
occurrence independently i s hydrogen, (C.Jallcyl or ruuVsubstituted (C, Jalkyl 
and R< .s (C, Jalkyl or halo-substituted (CJalicyl; and tlWoxide derivatives 

prodrugderivatives.protect^derivatives.individualstereoiXmersand mixtures' 
of stereoisomers; and the pharmaceutical!, acceptable salts th\reof 



54. A pharmaceutical composition comprising a therapeutically 
effectrve amount „, a compouW Claim 1.47 or 51 or a Moxide derivative 
P^gderiva,ive,i„dividua 1 i S onVormixnneof isomers orapharmaceuticaUy 
acceptable salt thereof, ta combina\„ with a phannaceuti^ly accept 

excipient. x 



55 . The pharmaceutic^ composition of Claim 54, further comprising 
at least one known cancer chemotherapeutic agent. 



56. The pharmaceutical composition of Claim 55, wherein said cancer 
therapeutic agent is selectecNfrom the group consisting of busulfan, cis-platin, 
mitomycin C, carboplatin, ctadchicine, - vinblastine, paclitaxel, docetaxel, 
camptothecin, topotecan, doxorubicin, etoposide, 5-azacytidine, 5-fluorouracil, 
methotrexate, 5-fluoro-2-deoxy-uriahie, ara-C, hydroxyurea, thioguanine, 
melphalan, chlorambucil, cyclophosamideyifosfamide, vincristine, mitoguazone, 
epirubicin, aclarubicin, bleomycin, imitoxMtrone, elliptinium, fludarabine, 
octreotide, retinoic acid, tamoxifen, HerceptinQ^Rituxan® and alanosine. 



57. \A method of treating a disorder responsive to the induction of 
apoptosis in an animal suffering said disorder, comprising administering to a 
mammal in need of such treatment an effective amount of a compound of 
Formula I: \ 




\ 1 

in which: \ 

the dashed lines indicate optiomd unsaturation without violating valency 
rules; \ 

R 1 is hydrogen, (C^alkyl or -C(0)R 6 , wherein R 6 is as defined below, or 
R 1 is absent when a double bond exists betwteen the nitrogen atom to which R 1 
is attached and an adjacent ring atom or R 1 is ak defined below; 

X 1 is -NR 2 -, -S-, -S(O)-, -S(0) 2 - or -o\ wherein R 2 is hydrogen or 
(C^alkyl or is absent when a double bond exists ofetween the nitrogen atom to 
which R 2 is attached and an adjacent ring atom; \ 
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A 1 a monocyclic or fused polycyclic ring system selected from aryl 
containing a t6tal of 6 to 14 ring atoms, heteroaryl containing a total of 5 to 14 
ring atoms and unsaturated, partiall y unsaturated or saturated ca rbocvcioaikylor. 
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heterocycloalkyl eabh containing a total of 3 to 14 ring atoms, or A 1 together with 
R 1 and the atoms to which A 1 and R 1 are attached forms a fused polycyclic ring 
system selected from heteroaryl and unsaturated, partially unsaturated or saturated 
heterocycloalkyl in any cask containing a total of 10 to 1 5 ring atoms, wherein A 1 
may be substituted with a\group selected from -R 3 , -X 2 OR 3 , -X 2 C(0)R 3 , 
-X 2 OC(0)R 3 , -X 2 C(0)OR 3 , \X 2 SR 3 , -X 2 S(0)R 3 , -X 2 S(0) 2 R 3 , -X 2 NR 3 R 4 , 
-X 2 NR 4 C(0)R 3 , -X 2 NR 4 C(0)6)R 3 , -X 2 C(0)NR 3 R 4 , -X 2 NR 4 C(0)NR 3 R\ 
-X 2 NR 4 C(NR 4 )NR 3 R 4 ,-X 2 NR 4 S(o\r 3 and -X 2 S(0) 2 NR 3 R 4 , wherein X 2 is abond 
or (C 1 ^)alkylene, R 3 is -X 2 R 5 wherein X 2 is as defined above and R 5 is aryl 
containing a total of 6 to 10 ring atomk, heteroaryl containing a total of 5 to 10 
ring atoms or unsaturated, partially unsaturated or saturated carbocycloalkyl or 
heterocycloalkyl each containing a total of 3 to 10 ring atoms, and R 4 at each 
occurrence independently is hydrogen, (C^mlkyl or halo-substituted (C^alkyl, 
wherein each ring within A 1 and R 5 contains from 3 to 8 ring atoms and may be 
substituted with 1 to 3 groups independently selected from (C 1-6 )alkyl, cyano, 
halo, nitro, halo-substituted (C^)alkyl, -X 2 OR\ -X 2 C(0)R 6 , -X 2 OC(0)R 6 , 
-X 2 C(0)OR\ -X 2 SR 4 , -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 ,\-X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , 
-X 2 NR 4 C(0)OR 4 , -X 2 C(0)NR 4 R 4 , -X 2 NR 4 C(0)NlW 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 , 
-X 2 NR 4 S(0) 2 R 6 and -X 2 S(0) 2 NR 4 R 4 , wherein X 2 and R 4 are as defined above and 
R 6 is (Cj^)alkyl or halo-substituted (C 1-6 )alkyl f and wherein any said 
carbocycloalkyl and heterocycloalkyl rings within A 1 ana R 5 may be substituted 
further with 1 to 2 groups independently selected fromVc t ^)alkylidene, oxo, 
imino and thioxo, with the provisos that only one of A{ and R 5 is a fused 
polycyclic ring system; 

A 2 is a monocyclic or fused bicyclic ring selected from heteroarylene or 
unsaturated, partially unsaturated or saturated heterocycloalkylene containing a 
total of 5 to 1 1 ring atoms, wherein A 2 may be substituted with Agroup selected 
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>m -R 8 , -X 2 OR\ -X 2 C(0)R 8 , -X 2 OC(0)R 8 , -X 2 C(0)OR 8 , -X 2 SR 8 , -X 2 S(0)R 8 , 
-X 2 W)) 2 R 8 , -X 2 NR 4 R 8 , -X 2 NR 4 C(0)R 8 , -X 2 NR 4 C(0)OR 8 , -X 2 C(0)NR 4 R 8 , 
-X 2 NR^r/0)NR 4 R 8 , -X 2 NR 4 C(NR 4 )NR 4 R 8 > -X 2 N^(G) 7 RLand 
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wherein JK; is a bond or (C^alkylene, R 8 is -X 2 R 9 wherein X 2 is as defined above 
and R 9 is aryl containing a total of 6 to 10 ring atoms, heteroaryl containing a 
total of 5 to It) ring atoms or unsaturated, partially unsaturated or saturated 
carbocycloalkyl ok heterocycloalkyl each containing a total of 3 to 10 ring atoms, 
and R 4 at each Npccurrence independently is hydrogen, (C 1 . 6 )alkyl or 
halo-substituted (Cj^Mkyl, wherein each ring within A 2 and R 8 contains from 3 
to 8 ring atoms and may G>e substituted with 1 to 3 groups independently selected 
from (C^alkyl, cyano,\halo, nitro, halo-substituted (C^)alkyl, -X 2 OR 4 , 
-X 2 C(0)R 6 , -X 2 OC(0)R 6 , \x 2 C(0)OR\ -X 2 SR 4 , -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 , 
-X 2 NR 4 R 4 , -X 2 NR 4 C(0)V, -X 2 NR 4 C(0)OR 4 , -X 2 C(0)NR 4 R 4 , 
-X 2 NR 4 C(0)NR 4 R\ -X 2 NR 4 GTNR 4 )NR 4 R 4 , -X 2 C(0)NR 4 X 2 C(0)OR 4 , 
-X 2 NR 4 S(0) 2 R 6 and -X 2 S(0) 2 NR 4 R\wherein X 2 and R 4 are as defined above and 
R 6 is (C^alkyl or halo-substitut6d (C^alkyl, and wherein any said 
heterocycloalkylene, carbocycloalkyl ancraeterocycloalkyl rings within A 2 and R 8 
may be substituted further with 1 to 2 groups independently selected from 
(C^alkylidene, oxo, imino and thioxo, witn^he proviso that only one of A 2 and 
R 8 is a fused polycyclic ring system; and 

A 3 is a monocyclic or fused polycyclic ting system selected from aryl 
containing a total of 6 to 14 ring atoms, heteroarykcontaining a total of 5 to 14 
ring atoms and unsaturated, partially unsaturated or saturated carbocycloalkyl or 
heterocycloalkyl each containing a total of 3 to 14 ring atoms, wherein A 3 may 
be substituted with a group selected from -R 9 , -X 2 OR 9 , -X?C(0)R 9 , -X 2 OC(0)R 9 , 
-X 2 C(0)OR 9 , -X 2 SR 9 , -X 2 S(0)R 9 , -X 2 S(0) 2 R 9 , -X 2 NlW 9 , -X 2 NR 4 C(0)R 9 , 
-X 2 NR 4 C(0)OR 9 , -X 2 C(0)NR 4 R 9 , -X 2 NR 4 C(0)NR 4 R 9 , -X^NR 4 C(NR 4 )NR 4 R 9 , 
-X 2 NR 4 S(0) 2 R 9 and -X 2 S(0) 2 NR 4 R 9 , wherein X 2 is a bond o\c { Jalkylene, R 9 
is -X 2 R 10 wherein X 2 is as defined above and R 10 is aryl containing a total of 6 to 
10 ring atoms, heteroaryl containing a total of 5 to 10 ring atoms or unsaturated, 



partially unsaturated or saturated carbocycloalkyl or heterocycloalkyl each 
contacting a total of 3 to 10 ring atoms, and R 4 at each occurrence independently 

is hvdrOaen. (C. ,1a11cvl or haln-cnhetitnwl rr „.u„ : u -.t • 

— \ • - — •> y^ j ^tmv jf i, wiioicin caul lin g Wllflin 



A 3 and R I( Vontains from 3 to 8 ring atoms and may be substituted with 1 to 3 
groups independently selected from (C.Jalkyl, cyano, halo, nitro, 
halo-substituted. (C.Jalkyl, -X 2 OR 4 , . -X 2 C(0)R 6 , -X 2 OC(0)R 6 , -X 2 G(0)OR 4 , 
-X 2 SR 4 , -X 2 S(0)V, -X 2 S(0) 2 R 6 , -X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , -X 2 NR 4 C(0)OR 4 , 
-X 2 C(0)NR 4 R 4 , -xW 4 C(0)NR 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 ,-X 2 NR 4 S(0) 2 R 6 and 
-X 2 S(0) 2 NR 4 R\ wherein X 2 and R 4 are as defined above and R 6 is (C lj6 )alkyl or 
halo-substituted (C,Jalkyl, and wherein any said carbocycloalkyl and 
heterocycloalkyl rings within A 3 and R 10 may be substituted further with 1 to 2 
groups independently selected from (C^alkylidene, oxo, imino and thioxo, with 
the proviso that only one of A? and R 10 is a fused polycyclic ring system; or an 
W-oxide derivative, prodrug \derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers, or a pharmaceutical^ acceptable salt 
thereof; with the proviso that whenWd compound is of Formula n(a): 



HO 



or 



then A 3 is other than: 

(a) benzo[l,3]dioxolyl; 

(b) phenyl which is mono-substituted bV bromo, hydroxy, methyl 
isopropyl; and 

(c) phenyl which is substituted by at least obe of CI and methoxy and 
not substituted by methylsulfanyl, amino, methylaminoVid dimethylamino 



58. The method of claim 57, with the further prWiso that when said 
compound is selected from the group consisting of Formula 11(a) and 11(b): 
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then A 3 is other than: 

(a) benzo[ 1 .^jdioxolyl; 

(b) phenyl whiijh is mono-substituted by bromo, nitro, hydroxy, 
methyl, or isopropyl; and 

(c) phenyl which is Substituted by at least one of CI and methoxy and 
not substituted by memylsulfanylWnino, methylamino and dimethylamino. 



ffllO 



59. The method of claim 57, with the further proviso that when said 
compound is selected from the group consisting of Formula 11(a) and 11(b): 



/ \ 
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then A 3 is other than: 

(a) benzo[l,3]dioxolyl; 

(b) 2,3-dihydro-benzo[l,4]dioxinyl; and 

(c) phenyl which is substituted by at least one of bromo, chloro, 
hydroxy, nitro, methoxy and (C,. 3 )alkyl. 



60, The method of Claim 57, wherein A 1 of said compound is a group 
selected froV Formulae (a), (b), (c), (d) and (e): 




< d > \ (e) 

in which R 7 is hydrogen or methyl, R^ 1 is hydrogen or (C, Jalkyl and the free 
valance is attached to A 2 , or 

A 2 and A 1 together with R 1 and theWoms to which A' and R 1 are attached 
forms a group of Formula (g): 




(g) 



wherdjn X 1 is -S- and the free valance is attached to A 3 ; and 

of said compound is as defined above or is a group selected from 
Formulaexfh), (i), (j) 5 (k), (!) and (m): 




5^ 
H 1° 



UJ 

y 




0) 



/ — \ 
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(m) 



in which n is 1 or 2 and R 1 is acetyl or trifluoroacetyl; or an TV-oxide derivative, 
prodrug derivative, protected derivative, individual stereoisomer or mixture of 
stereoisomers, or a pharmaceuticaMy acceptable salt thereof. 
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61. The method of Claim 60, wherein A 3 of said compound is phenyl 
or heteroaryl containing a total of 5\ to 9 ring atoms, wherein A 3 may be 
substituted with a group selected from\-R 9 , -X 2 OR 9 , -X 2 SR 9 and -X 2 S(0) 2 R 9 , 
wherein R 9 is -X 2 R 10 , X 2 is a bond or (C, jkkylene and R 10 is phenyl or heteroaryl 
containing a total of 5 to 6 ring atoms, wherein each ring within A 3 and R 10 may 
be substituted with 1 to 3 groups independently selected from (C, Jalkyl, halo, 
halo-substituted (C^)alkyl, -X 2 OR<, -X 2 SR 4 , -X 2 S(C-) 2 R 6 and -X 2 NR 4 R 4 , wherein 
R 4 at each occurrence independently is hydrogL, (C^)alkyl or halo-substituted 
(C^)alkyl and R 6 is (C^)alkyl or halo-substWed (C.^alkyl; and the AT-oxide 
derivatives, prodrug derivatives, protected derivatives, individual stereoisomers 
and mixtures of stereoisomers; and the pharmaceutical^ acceptable salts thereof. 
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62. \The method of Claim 61 , wherein said compound is selected from 
the group consisting of: 



2- [7-(2,4-dhnethoxy-phenyl)-2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]- 

3- hydroxy-cyclohex-2^enone; 

4-hydroxy-3-[7^-methanesulfonyl-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]tmazepin-5-yl]-6-methV-pyran-2-one; 

3- [2-(2,4-diethoxy-pheWl)-2,3-dihydro-benzo[ft][l,4]thiazepin-4-yl]- 

4- hydroxy-6-methyl-pyran-2-one^ 

3-[7-(2,4-diethoxy-phenyl^2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-5,6-dihydro-pyrar^2-one; 

3-[7-(4-dimemylamino-phenyl)-2V6,7-tetrahydro-l,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-5,6-dihydro-pyran-2-on\; 

2- [7-(2,4-diethoxy-phenyl)-2,3,6,7-te^rahydro-[l,4]thiazepin-5-yl]- 
3-hydroxy-cyclohex-2-enone; 

3- hydroxy-2-[7-(2,3 ) 4-trimethoxy-phe\yl)-2,3 > 6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-cyclohex-2-enone; 

3- hydroxy-2-[2-(2,3,4-trimethoxy-phe\yl)-2,3-dihydro- 
benzo[fc][l,4]thiazepin-4-yl]-cyclohex-2-enone; 

4- hydroxy-6-methyl-3-[2-(2,3,4-trimethoxy-pheriyl)-2 ) 3-dihydro- 
benzoM[l,4]thiazepin-4-yl]-5,6-dihydro-pyran-2-one; and 

4-hydroxy-6-methyl-3-[7-(2,3,4-trimethoxV-phenyl)- 
2,3,6J-tetrahyo^o-[l,4]thiazepin-5-yl]-5,6-dihydro-pyran-2-one;or\ 

a W-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a pharmaceutical^ accept\le salt 
thereof. 



63. The method of^m 57, wherein said compound is selected from 
the list consisting of: 

4-hydroxy-6-methyl-3-[7-(4-m^lsulfanyl-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 



-130- 



-9oh 



o 

W 
U1 



10 



? 15 



05 



20 



25 



^4-acetyl-7-(2,4-dimethoxy-phenyl)-[l,4]thiazepan-5-yl]-4-hydroxy-6- 
methyl-pyWi-2-one; 

3-t7-^,4-dimethoxy-phenyl)-4-(2,2,2-trifluoro-ethanoyl)-[l,4]thiazepan- 



30 



5-yl]-4-hydroxV6-methyl-pyran-2-one; 

l-[7-(2,Vdimethoxy-phenyl)-5-(3-fluoro-4-methoxyphenyl)- 
[ 1 ,4]thizepan-4-yl]\ethanone; 

4-hydK)xy-6-iethyl-3-[7-(3-phenyl-l//-pyra2oM-yl)-23,6J-tetrahydro^ 
[l,4]thiazepin-5-yl]-pyW-2-one; 

3-[7-(5-ethyl-thiy-2-yl)-2,3,6,7-tetrahydro-tl,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2\>ne; 

3- [7-(l-benzyl-l^-in\lol-3-yl)-23,6J-tetrahydro-[l ) 4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2-on^ 

4- hydroxy-6-methyl-3[7^(2-trifluoromethylsulfanyl-phenyl)-2,3,6 ) 7- 
tetrahydro-[ 1 ,4]thiazepin-5-yl]-pyVan-2-one; 

4-hydroxy-6-methyl-3[7-(Ltrifluoromethylsulfanyl-phenyl)-2,3,6,7- 
tetrahydro-[ 1 ,4]tWazepin-5-yl]-pyran\2-one; 

4-hydroxy-6-methyl-3[7-(4-tr\fluoromethylsulfanyl-phenyl)-2,3,6 > 7- 
tetrahydro-[ 1 ,4]ttoazepin-5-yl]-pyran-2-\>ne; 

4-hydroxy-6-methyl-3-[7-[3-(3-triduoromethyl-phenoxy)-phenyl]-2,3,6,7- 
tetrahydro-[ 1 ,4]thiazepin-5-yl]-pyran-2-on) 

3-[7-[3-(3 > 4-dichloro-phenoxy)-phenyiJ-2 ) 3,6,7-tetrahydro-[l,4]thiazepin- 
5-yl]-4-hydroxy-6-methyl-pyran-2-one; 

3- [7-[3-(3,5-dicWoix>-phenoxy)-phenyl]-2^3,6J-tetrahydro-[l ) 4]thiazepin- 
5-yl]-4-hydroxy-6-methyl-pyran-2-one; 

4- hydroxy-6-methyl-3-{7-[5-(3-trifluoroy e thyl-phenyl)-furan-2-yl]. 
2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5-yl } -pyran-2-on\; 

3 -(H5-(2-chloro-phenyl)-furan-2-y^ 
yl } -4-hydroxy-6-methyl-pyran-2-one; 

3-{7-[5-(3-cWoro-phenyl)-fi u -an-2-yl]-23,6J-te^yd ro -[l,4]thiazepin-5- 
yl } -4-hydroxy-6-methyl-pyran-2-one; 
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\3-{7-[5-(4-cMoro-phenyl)-ftu-^^ 
yl}^-hydroxy-6-methyl-pyran-2-one; 

4-hydroxy-6-methyl-3- { 7-[5-(2-cWoro-5-trifluoromethyl-phenyl)-fiiran-2- 



yl]-2,3,6,7-teti^iydro-[ 1 ,4]thiazepin-5-yl } -pyran-2-one; 

3-[7-(4-t»romo-thien-2-yl)-2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]-4 
^ X] hydroxy-6-methyl-Wan-2-one; 

J ^ , 3-[7-(5-brom\>-thien-2- 



3-[7-(5-bronio-thien-2-yl)-2,3,6,7-tetrahydro-[l ,4]thiazepin-5-yl]-4- 
J\ \ hydroxy-6-methyl-pyraV-2-one; 

3- [7-(l-benzen\sulfonyl-l//-pyrrol-2-yl)-2,3,6,7-tetrahydro- 
3 !0 [1 .4]tWazepin-5-yl]-4-hydr6xy-6-methyl-pyran-2-one; 

4- hydroxy-6-methyl\3-[7-(3-methyl-thien-2-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4] thiazepin-5-yl] -pyran-2-orie; 

4-hydroxy-6-methyl-3-[\ v -(5-methyl-thien-2-yl)-2,3,6,7-tetrahydro- 
[l,4]thiazepin-5-yl]-pyran-2-one; 

4-hydroxy-6-methyl-3-[7-( 1 -methyl- l//-indol-3-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; \ 

* 3 -[ 7 -( 3 -chloro-2-methyl-5-trifluoromethyl-l//-pyrazol-4-yl)-2,3,6,7- 
3 tetrahydro-[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-methyl-pyran-2-one; 

3-{7-[l-(2,4-difluoro-benzenesulVonyl)-l//-pyrrrol-2-yl]-2,3,6,7- 
20 tetrahydro-[ 1 ,4]thiazepin-5-yl } -4-hydroxy-6-methyl-pyran-2-one; 

3-(7-[2,2']bithienyl-5-yl-2 > 3,6,7-tetrkydro-[l,4]thiazepin-5-yl)-4- 
hydroxy-6-methyl-pyran-2-one; \ 

3-{7-[l-(3,5-dichloro-phenyl)-l//-pyrrr61-2-yl]-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl } -4-hydroxy-6-methyl-pyran-2-one; 

25 3 -{ 7 -t 1 -(4-chloro-phenyl)-l//-pyrrrol-2Vl]-2,3,6,7-tetrahydro- 
1 1 ,4]thiazepin-5-yl } -4-hydroxy-6-methyl-pyran-2-one;\ 

3- [7-(5n:Woro-l//-indol-3-yl)-2,3,6J-tetrahydro\l,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2-one; 

4- hydroxy-6-methyl-3-[7-(6-^-tolylsulfanyl-imidazo^ ) l-^]thiazol-5-yl)- 
30 2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 
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s 3-[7-(4,5-dibromo-thien-2-yl)-2,3,6 ,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]-4- 
hydroxy-^-methyl-pyran-2-one; 

3-[\(2-chlorO"5-trifluQrQmethyl-phenyl)-2,3,6,7-tetrahydro- 
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[ 1 ,4]thiazepin^5-yl]-4-hydroxy-6-methyl-pyran-2-one; 

3- [7-(2 > ^imethoxy-phenyl)-23,6J-tetrahydro-[l,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-5,6-dihydro-pyran-2-one; 

4- hydroxy-6vmethyl-3-[7-(5-methylsulfanyl-thien-2-yl)-2, 3,6,7- 
tetrahydro-[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

3-[7-(5-chloro-l-\iethyl-3-pte 
[ 1 ,4]tWazepin-5-yl]-4-hydroxy-6-methyl-pyran-2-one; 

3-[4-(2,4-dimethoxy-Rhenyl)-4,5-dihydro-3 J W-benzo[^] [ 1 ,4]diazepin-2- 
yl] -4-hydroxy-6-methyl-pyran-Vone ; 

3-[7-(4-dimethylamino-pn^nyl)-2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2-one ; 

3- [7-2,4-dimethoxy-phenyl)-^,3,6„7-tetrahydro-[l,4]thiazepin-5-yl]-4- 
hydroxy- l//-quinolin-2-one; 

4- hydroxy-6-methyl-3-[7-(4-trifl^ 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

3-[7-(bis-trifluoromethyl-phenyl)-2,3\j5,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-pyran-2-one ; 

3-[7-(4-dimethylamino-2-methoxy\phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-methyl-pyran-2 | rone; 

3-hydroxy-2-[2-(2,4-diethoxy-^henyl)-2,3-dihydro- 
benzo[^] [ 1 ,4]thiazepin-4-yl]-cyclohex-2-enone; 

3-[7-(2,4-dimethoxy-phenyl)-l-oxo-2,3,&,7-tetrahydro-lH-R 4 - 
[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-methoxy-pyran-2-one\ 

10-(2,4-dimethoxy-phenyl)-3-methyl-7,8-dihydro-\0^-2,5-dioxa-9-thia- 
6a-aza-cyclohepta[a] naphthalene- 1 ,6-dione; 

3-[7-(2,4-dimethoxy-phenyl)- 1 , l-dioxo-2,3,6,7-te\rahydro- IH- IX 6 - 
[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-methyl-pyran-2-one; 
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-(24-diethoxy-phenyl)-23 
methyl-pyran^2-one; 

3-(7-[2,2^thienyl-5-yl-2,3-ciihydro-[1.4]thiazepin-5-y1)-4-hydrovy-6- 



methyl-pyran-2-one; 

2- [7K2,4-diethoxy-p x iienyl)-2,3-dihydro-[l,4]thiazepin-5-yl]-3-hydroxy- 
cyclohex-2-enone; and 

3- [7-(2,4-diethoxy-phenyl)-2^ 
methyl-5,6-dihydro-pyran-2-one; or 

a W-oxide derivative, prodrug derivativt^protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a pha>maceutically acceptable salt 
thereof. 



sdihydro-[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6- 



64. \ A method of treating a disorder responsive to the induction of 
apoptosis in anViimal suffering said disorder, comprising administering to a 
mammal in need o^such treatment an effective amount of a compound selected 
from the group consisting of: 

4-hydroxy-6-meUyl-3-[7-(4-methylsulfanyl-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran\2-one; 

3-[7-(4-emoxy-pheny^-2,3,6,7-tetrahy(lro-[l,4]tWazepin-5-yl]-4-hyd^ox 
6-methyl-pyran-2-one; 

3-[7-(3-methoxy-pheny , ^-2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]- 
6-methyl-pyran-2-one; 

3-[7-(2-bromo-phenyl)-2,3,6,7^etrahydro-[l,4]thiazepin-5-yl]4-hydroxy- 
6-methyl-pyran-2-one; 

3-[7-(2,3-dichloro-phenyl)-2,3,6^-tetrahydro-[l,4]thiazepin-5-yl]4- 
hydroxy-6-methyl-pyran-2-one; 

3-t7-(3,4-dichloro-phenyl)-2,3,6,7-te^rahydro-[l,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-pyran-2-one; 

6-methyl-3-[7-(2,3,4-trimethoxy-phe>iyl)-2,3,6,7-tetrahydro- 
[l,4]thiazepin-5-yl]-pyran-2-one; 



■6-m^yl-3-(2-p-tolyl-2^ 
pyran-2-one; \ 

4-hydrox^6-methyl-3-[2-(4-methylsulfanyl-phenyl)-2 i 3-^ 
benzo[fc] [ 1 ,4]thiazepin-4-yl]-pyran-2-one; and 

3- [7-(2,4-dimeth«^y-phenyl)-2,3-dihy^ 
6-methyl-pyran-2-one; \ 

4- hydroxyO-[7-(4-Woro-2-methoxy-phenyl)-2,3,6,7--tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-6-methyl-^wan-2-one; and 

4-hydroxy-3-[7-(2,4-dieth^-phenyl)-2,3,6J-tetrahydro-^ 
yl]-6-methyl-pyran-2-one; or \ 

a TV-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers* or a pharmaceutically acceptable salt 
thereof. \ 

65. The method of claim 64, wherein\aid compound is selected from 
the group consisting of: \ 

4-hydroxy-6-methylO-[7-(4-methylsulfanylWnyl)-2,3,6,7-tetrahydro- 
[1 ,4]thiazepin-5-yl]-pyran-2-one; \ 

3-[7-(3,4-dichloro-phenyl)-2,3,6,7-tetrahydro\l,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-pyran-2-one; and \ 

6-methyl-3-[7-(2,3,4-trimethoxy-phenyl)-2,3\6,7-tetrahydro- 
[l,4]thiazepin-5-yl]-pyran-2-one; or \ 

a Af-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a pharmaceutically acceptable salt 
thereof. \ 



> 



66. A method fdr treating or preventing cancer, comprising 
administering to an animal in nded of such treatment an effective amount of a 
compound of Formula I: \ 
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in which: 

the dashed lines indicate optional unsaturation without violating valency 

rules; 

R l is hydrog^i, (C l ^)alkyl or -C(0)R 6 , wherein R 6 is as defined below, or 
R 1 is absent when a double bond exists between the nitrogen atom to which R 1 
is attached and an adjacent ring atom, or R 1 is as defined below; 

X 1 is -NR 2 -, -S-,\S(0)-, -S(0) 2 - or -O-, wherein R 2 is hydrogen or 
(Ci^)alkyl or is absent whenNa double bond exists between the nitrogen atom to 
which R 2 is attached and an adjacent ring atom; 

A 1 is a monocyclic or fiised polycyclic ring system selected from aryl 
containing a total of 6 to 14 ring atoms, heteroaryl containing a total of 5 to 14 
ring atoms and unsaturated, partiallwinsaturated or saturated carbocycloalkyl or 
heterocycloalkyl each containing a total of 3 to 14 ring atoms, or A 1 together with 
R 1 and the atoms to which A 1 and R 1 are attached forms a fused polycyclic ring 
system selected from heteroaryl and unsaturated, partially unsaturated or saturated 
heterocycloalkyl in any case containing a total of 10 to 15 ring atoms, wherein A 1 
may be substituted with a group selected from -R\ -X 2 OR 3 , -X 2 C(0)R\ 
-X 2 OC(0)R\ -X 2 C(0)OR 3 , -X 2 SR 3 , -X 2 s\p)R 3 , -X 2 S(0) 2 R 3 , -X 2 NR 3 R 4 , 
-X 2 NR 4 C(0)R\ -X 2 NR 4 C(0)OR 3 , -X 2 C((>)NR 3 R 4 , -X 2 NR 4 C(0)NR 3 R 4 , 
-X 2 NR 4 C(NR 4 )NR 3 R 4 ,-X 2 NR 4 S(0) 2 R 3 and -X 2 S(0) 2 NR 3 R 4 , wherein X 2 is abond 
or (C^alkylene, R 3 is -X 2 R 5 wherein X 2 is as aefined above and R 5 is aryl 
containing a total of 6 to 10 ring atoms, heteroaryl containing a total of 5 to 10 
ring atoms or unsaturated, partially unsaturated or saturated carbocycloalkyl or 
heterocycloalkyl each containing a total of 3 to 10 ring atoms, and R 4 at each 
occurrence independently is hydrogen, (C^)alkyl or haloAsubstituted (C I-6 )alkyl, 
wherein each ring within A 1 and R 5 contains from 3 to 8 nhg atoms and may be 



.substituted with 1 to 3 groups independently selected from (C^)alkyl, cyano, 
halo, rW>, halo-substituted (C^alkyl, -X 2 OR 4 , -X 2 C(0)R 6 , -X 2 OC(0)R 6 , 
-X^CQOR 4 , -X 2 SR 4 , -X 2 S(0)RV-X 2 S(0) 2 R 6 , -X 2 NR 4 R 4 , -X 2 NR 4 C(Q)R*,' 
»CpV, -X 2 C(0)NR 4 R 4 , -X 2 NR 4 C(0)NR 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 , 
-X 2 NR 4 S(0) 2 R 6 W -X 2 S(0) 2 NR 4 R 4 , wherein X 2 and R 4 are as defined above and 
R 6 is (C.JalkylV halo-substituted (C.Jalkyl, and wherein any said 
carbocycloalkyl and heterocycloalkyl rings within A 1 and R 5 may be substituted 
further with 1 to 2 groups independently selected from (C^)alkylidene, oxo, 
imino and thioxo, with th\ provisos that only one of A 1 and R 5 is a fused 
polycyclic ring system; 

A 2 is a monocyclic or fus^d bicyclic ring selected from heteroarylene or 
unsaturated, partially unsaturated A: saturated heterocycloalkylene containing a 
total of 5 to 1 1 ring atoms, wherein A? may be substituted with a group selected 
from -R 8 , -X 2 OR 8 , -X 2 C(0)R 8 , -X 2 OC(W 8 , -X 2 C(0)OR 8 , -X 2 SR 8 , -X 2 S(0)R 8 , 
-X 2 S(0) 2 R 8 , -X 2 NR 4 R 8 , -X 2 NR 4 G(0)r\ -X 2 NR 4 C(0)OR 8 , -X 2 C(0)NR 4 R 8 , 
-X 2 NR 4 C(0)NR 4 R 8 , -X 2 NR 4 C(NR 4 )NR 4 R 8 ,V 2 NR 4 S(0) 2 R 8 and -X 2 S(0) 2 NR 4 R 8 ,' 
wherein X 2 is abond or (C^)alkylene, R 8 is -xW wherein X 2 is as defined above 
and R 9 is aryl containing a total of 6 to 10 rinkatoms, heteroaryl containing a 
total of 5 to 10 ring atoms or unsaturated, partially unsaturated or saturated 
carbocycloalkyl or heterocycloalkyl each containing total of 3 to 10 ring atoms, 
and R 4 at each occurrence independently is iiydrogen, (C^alkyl or 
halo-substituted (C, Jalkyl, wherein each ring within AY and R 8 contains from 3 
to 8 ring atoms and may be substituted with 1 to 3 groups\ndependently selected 
from (C^)alkyl, cyano, halo, nitro, halo-substituted \c,^)alkyl, -X 2 OR 4 , 
-X 2 C(0)R 6 , -X 2 OC(0)R«, -X 2 C(0)OR 4 , -X 2 SR 4 , -X 2 S(W, -X 2 S(0) 2 R 6 , 
-X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , -X 2 NR 4 C(0)OR 4 , -i 2 C(0)NR 4 R\ 
-X 2 NR 4 C(0)NR 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 , -X 2 C(0)nWc(0)OR\ 
-X 2 NR 4 S(0) 2 R« and -X 2 S(0) 2 NR 4 R 4 , wherein X 2 and R 4 are as defined above and 
R 6 is (C^)alkyl or halo-substituted (QJalkyl, and whereA any said 
heterocycloalkylene, carbocycloalkyl and heterocycloalkyl rings witrunW and R 8 
may be substituted further with 1 to 2 groups independently selected from 



(C^)alkylidene, oxo, imino and thioxo, with the proviso that only one of A 2 and 
R 8 is\fused polycyclic ring system; and 

A^is a monocyclic or fused polycyclic ring system selected from aryl 



containing aNxrtal of 6 to 14 ring atoms, heteroaryl containing a total of 5 to 14 
ring atoms and unsaturated, partially unsaturated or saturated carbocycloalkyl or 
heterocycloalkyl ekch containing a total of 3 to 14 ring atoms, wherein A 3 may 
be substituted with a group selected from -R 9 , -X 2 OR 9 , -X 2 C(0)R 9 , -X 2 OC(0)R 9 , 
-X 2 C(0)OR 9 , -X 2 SR 9 ,\x 2 S(0)R 9 , -X 2 S(0) 2 R 9 , -X 2 NR 4 R 9 , -X 2 NR 4 C(0)R 9 , 
-X 2 NR 4 C(0)OR 9 , -X 2 C(0)NR 4 R 9 , -X 2 NR 4 C(0)NR 4 R 9 , -X 2 NR 4 C(NR 4 )NR 4 R 9 , 
-X 2 NR 4 S(0) 2 R 9 and -X 2 S(0)2^R 4 R 9 , wherein X 2 is a bond or (C^)alkylene, R 9 
is -X 2 R 10 wherein X 2 is as defined above and R 10 is aryl containing a total of 6 to 
10 ring atoms, heteroaryl containing a total of 5 to 10 ring atoms or unsaturated, 
partially unsaturated or saturated carbocycloalkyl or heterocycloalkyl each 
containing a total of 3 to 10 ring atoms,Vnd R 4 at each occurrence independently 
is hydrogen, (C^alkyl or halo-substituted (C^alkyl, wherein each ring within 
A 3 and R 10 contains from 3 to 8 ring atomsvand may be substituted with 1 to 3 
groups independently selected from (C^alkyl, cyano, halo, nitro, 
halo-substituted (C^)alkyl, -X 2 OR 4 , -X 2 C(0)k 6 , -X 2 OC(0)R 6 , -X 2 C(0)OR 4 , 
-X 2 SR\ -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 , -X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , -X 2 NR 4 C(0)OR 4 , 
-X 2 C(0)NR 4 R 4 , -X 2 NR 4 C(0)NR 4 R\ -X 2 M1 4 C(NrVjR 4 R 4 ,-X 2 NR 4 S(0) 2 R 6 and 
-X 2 S(0) 2 NR 4 R 4 , wherein X 2 and R 4 are as defined abbve and R 6 is (C,Jalkyl or 
halo-substituted (C,^)alkyl, and wherein any said carbocycloalkyl and 
heterocycloalkyl rings within A 3 and R 10 may be substitmed further with 1 to 2 
groups independently selected from (C,^)alkylidene, oxo, imino and thioxo, with 
the proviso that only one of A 3 and R 10 is a fused polycyclic\ring system; or an 
Af-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers, or a pharmaceutically \cceptable salt 
thereof; with the proviso that when said compound is of Formula H(a): 
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n(a) 

then A 3 is other than: 

(a) \ benzo [1,3] dioxolyl ; 

(b) phenyl which is mono-substituted by bromo, hydroxy, methyl or 
isopropyl; and 

(c) pheiwl which is substituted by at least one of CI and methoxy and 
not substituted by meithylsulfanyl, amino, methylamino and dimethylamino; or 

a TV-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture c^f stereoisomers; or a pharmaceutically acceptable salt 
thereof. 
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67. The method ofVlaim 66, with the further proviso that when said 
compound is selected the groupVonsisting of Formula 11(a) and 11(b): 



/ \ 




HO N 

11(b) 

then A 3 is other than: 

(a) benzo[ 1 ,3] dioxolyl; 

(b) phenyl which is mono-substitu\ed by bromo, nitro, hydroxy, 
methyl, or isopropyl; and 

(c) phenyl which is substituted by at le^st one of CI and methoxy and 
not substituted by methylsulfanyl, amino, methylamino and dimethylamino; or 



a N-o^de derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a pharmaceutical^ acceptable salt 
thereof. 
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68. The method of claim 66, with the further proviso that when said 
compound is selected \he group consisting of Formula 11(a) and 11(b): 



HO 



N. 




H(a) 

then A 3 is other than: 

(a) benzo[ 1 ,3]dioxolyl; 

(b) 2,3-dihydro-benzo[ 1 ,4]dioxinyl; and 

(c) phenyl which is substituted by at least one of bromo, chloro, 
hydroxy, nitro, methoxy and (C 1 . 3 )alkyl; ot 

a Af-oxide derivative, prodrug derivakve, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or k pharmaceutical^ acceptable salt 
thereof.. 
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69. The method of Claim 66, wherein A 1 of said compound is a group 
selected from Formulae (a), (b), (c), (d) and (e): 
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( d ) \ (e) 

in which R 7 is hydrogen or methyl,\jl u is hydrogen or (C 1 ^)alkyl and the free 

valance is attached to A 2 , or 

A 2 and A 1 together with R 1 and tlife atoms to which A 1 and R 1 are attached 

forms a group of Formula (g): 




(g) 

wherein X 1 is -S- and the free valance is attached to A 3 ; an\ 

A 2 of said compound is as defined above or is a group selected from 
Formulae (h), (i), (j), (k), (1) and (m): 
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in which n is 1 or 2 and R 1 is acetyl or trifluoWcetyl; or a iV-oxide derivative, 
prodrug derivative, protected derivative, individual stereoisomer or mixture of 
stereoisomers; or a pharmaceutically acceptable sak thereof. 

70. The method of Claim 69, wherein A 3 of said compound is phenyl 
or heteroaryl containing a total of 5 to 9 ring atoms, Vherein A 3 may be 
substituted with a group selected from -R 9 , -X 2 OR 9 , -X 2 SR\ and -X 2 S(0) 2 R 9 , 
wherein R 9 is -X 2 R 10 , X 2 is a bond or (C^)alkylene and R 10 is phehvl or heteroaryl 
containing a total of 5 to 6 ring atoms, wherein each ring within AX and R 10 may 
be substituted with 1 to 3 groups independently selected from (C,^)alkyl, halo, 
halo-substituted (C, Jalkyl, -X 2 OR 4 , -X 2 SR 4 , -X 2 S(0) 2 R 6 and -X 2 NR 4 RVherein 
R 4 at each occurrence independently is hydrogen, (C^)alkyl or halo-substituted 
(C, Jalkyl and R 6 is (C^)alkyl or halo-substituted (C^)alkyl; or a W-o\de 
derivative, prodrug derivative, protected derivative, individual stereoisomer 
mixture of stereoisomers; or a pharmaceutically acceptable salt thereof. 



7 1 . The method declaim 70, wherein said compound is selected from 
the group consisting of: 



\ 



\ 



4 r hydroxy-3-[7-(2-methoxy^-methylsulfanyl-p^^ 
[ 1 ,4] thiaztoin-5-yl]-6-methyl-pyran-2-one; 



2- rAC2,4-dimethoxv-Dhenvn-2.3-6.7-tetrahvflrn-n 4ithia7Anin-<-irii. 

3- hydroxy-cycJohex-2-enone; 

4-hydnky-3-[7-(4-meth^ 
[l;4]thiazepin-5-^]-6-methyl-pyran-2-one; 

3- [2-(2,4-diWoxy-phenyl)-2,3-dihydro-benzo[^] [ 1 ,4]thiazepin-4-yl]- 

4- hydroxy-6-methyl-pyran-2-one; 

3-[7-(2,4-diethdxy-phenyl)-23,6J-tetrahydro-[l,4]thiazepin-5-yl^ 
4-hydroxy-6-methyl-5,6-drtiydro-pyran-2-one; 

3-[7-(4-dimethylami rio-phenyl)-2,3 ,6 ,7-tetrahydro- 1 ,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-5,6-dihydr^-pyran-2-one; 

2- [7-(2,4-diethoxy-phen^)-2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]- 
3-hydroxy-cyclohex-2-enone; \ 

3- hydroxy-2-[7-(2,3,4-triir^thoxy-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-cyclohex-2-enone; \ 

3- hydroxy-2-[2-(2,3,4-trimeXhoxy-phenyl)-2,3-dihydro- 
benzo [b] [ 1 ,4] thiazepin-4-yl]-cyclohex-2-enon^ 

4- hydroxy-6-methyl-3-[2-(2,3,4-trimahoxy-phenyl)-2,3-dihydro- 
benzo[Z>] [ 1 ,4]thiazepin-4-yl]-5,6-dihydro-pyran-2-0]ne; 

4-hydroxy-6-methyl-3-[7-(2,3,4-tri s methoxy-phenyl)- 
2,3,6 ,7-tetrahydro-[l ,4]thiazepin-5-yl]-5,6-dihydro-pyr^r2-one; and 

347K2,4-dimethoxy-phenyl)-23-d^ 
6-methyl-pyran-2-one; or \ 

a Af-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a pharmaceutical^ a^eptable salt 




thereof. 



72. The method of clai] 
the list consisting of: 



,66, wherein said compound is selected from 
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3^[)uacetyl.7-(2,4-dimethoxy-phenyl)-[l,4]thiazepan-5-yl]-4-h^ 
methyl-pyrartr2-one; 

3- [7-(2,4 v -dimethoxy-phenyl)-4-(2,2,2-trifluoro-ethanovn-n.41thi 
5-yl]-4-hydroxy-6rmethyl-pyran-2-one; 

l-[7-(2,4-dimethoxy-phenyl)-5-(3-fluoro-4-methoxyphenyl)- 
[ 1 ,4]thizepan-4-yl]-etnanone; 

4- hydroxy-6-meW3-[7-(3-phenyl-l//-pyrazol-4-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyranV2-one; 

3-[7-(5-ethyl-thieiiV2-yl)-2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2-one; 

3- [7-( 1 -benzyl- l//-inddl-3-yl)-2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2-one; \ 

4- hydroxy-6-methyl-3[7-C2-trifluoromethylsulfanyl-phenyl)-2,3,6,7- 
tetrahydro-t 1 ,4]thiazepin-5-yl]-pyrab-2-one; 

4-hydroxy-6-methyl-3[7-(3-frifluoromethylsulfanyl-phenyl)-2,3,6,7- 
tetrahydro-[ 1 ,4]tWazepin-5-yl]-pyran-2\pne; 

4-hydroxy-6-methyl-3[7-(4-trifl\ioromethylsulfanyl-phenyl)-2,3,6,7- 
tetrahydro-[ 1 ,4]thiazepin-5-yl]-pyran-2-onfe; 

4-hydroxy-6-methyl-3-[7-[3-(3-trinudromethyl-phenoxy)-phenyl]-2,3,6,7- 
tetrahydro-[ 1 ,4]thiazepin-5-yl]-pyran-2-one; \ 

3-[7-[3-(3,4-dichloro-phenoxy)-phenyl]-2.3,6,7-tetrahydro-[l,4]thiazepin- 
5-yl] -4-hydroxy-6-methyl-pyran-2-one; \ 

3- [7-[3-(3,5-dicWon>phenoxy)-phenyl]-23k7-tetrahydro-[l,4]thiazepin- 
5-yl]-4-hydroxy-6-methyl-pyran-2-one; \ 

4- hydroxy-6-methyl-3-{7-[5-(3-trifluorom\thyl-phenyl)-furan-2-yl]- 
2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5-yl } -pyran-2-one; \ 

3-{7-[5-(2-cWoro-phenyl)-fwan-2-yl]-2 ) 3,6J-te^ydro-[l,4]thiazepin-5- 
yl } -4-hydroxy-6-methyl-pyran-2-one; \ 

3- { 7-[5-(3-chloro-phenyl)-fi]ran-2-yl]-2,3,6 ,7-tetrahydro-[ 1 ,4]thiazepin-5- 
yl } -4-hydroxy-6-methyl-pyran-2-one; \ 
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\- { 7-[5K4^hloro-phenyl)-fiiran-2-yl]-2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5- 
yl } -4-hyatoxy-6-methyl-pyran-2-one; 

4-hydroxy-6-methyl-3- { 7- [5-(2-chloro-5-trifluoromethyl-phenyl)-furan-2- 



30 



~yl]-273,6 ,7-tetrahydro-[ 1 ,4]thiazepin-5-yl } -pyran-2-one; 

3-[7-(4-foromo-thien-2-yl)-2,3,^^ 
hydroxy-6-methyWpyran-2-one; 

3-[7-(5-bro\no-thien-2-yl)-2^ 
hydroxy-6-methyl-pytan-2-one ; 

3- [7-(l-benzenesulfonyl-l^-pyrrol-2-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]tWazepin-5-yl]^-hydroxy-6-methyl-pyran-2-one; 

4- hydroxy-6-metl^l-3-[7-(3-methyl-thien-2-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2 

4-hydroxy-6-methyl- 1 3-[7-(5-methyl-thien-2-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

4-hydroxy-6-methyl-3-[7V( 1 -methyl- 17f-indol-3-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

3-[7-(3-chloro-2-methyl-5-^ifluoromethyl-l^-pyrazol-4-yl)-2,3,6,7- 
tetrahydro-[ 1 ,4]tWazepin-5-yl]-4-hydVoxy-6-methyl-pyran-2-one; 

3-{7-[l-(2,4-difluoro-benzehesulfonyl)-lH-pyrrrol-2-yl]-2, 3,6,7- 
tetrahydro-[ 1 ,4]thiazepin-5-yl } -4-hydroxy-6-methyl-pyran-2-one; 

3-(7-[2,2']bithienyl-5-yl-2,3,6,^tetrahydro-[l,4]thiazepin-5-yl)-4- 
hydroxy-6-methyl-pyran-2-one; 

3-{7-[l-(3,5-dichloro-phenyl)-l/^-Wrrol-2-yl]-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl } -4-hydroxy-6-methyl-pyran-2-one; 

3- { 7-[ 1 -(4-chloro-phenyl)- l//-pyrfrol-2-yl] -2,3,6, 7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl } -4-hydroxy-6-methyl-pyran-2-one; 

3- [7-(5-cMoro-l//-indol-3-yl)-2,3,6^ 
hydroxy-6-methyl-pyran-2-one; 

4- hydroxy-6-methyl-3-[7-(6-/>-tolylsu^^ 
2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]-pyran-2-one; 
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\ 3-[7-(4 t 5-dibromo-thien-2-yl)-2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2-one; 

3\[7-(2-chloro-5-trifluoromethyl -phenyl )-2 ; 3 ^iT-tetrahydro- 



30 



[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-methyl-pyran-2-one; 

3- t7-^,4-dimethoxy-phenyl)-2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]- 
4-hydroxy-6-m^hyl-5,6-dihydro-pyran-2-one; 

4- hydroxV6-methyl-3-[7-(5-methylsulfanyl-thien-2-yl)-2, 3,6,7- 
tetrahydro-[ 1 ,4]thia^epin-5-yl]-pyran-2-one; 

3-[7-(5-chlororl-methyl-3-phenyl-l//-pyrazol-4-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-4-nydroxy-6-methyl-pyran-2-one; 

3 - [4-( 2 ,4-dWethoxy- phenyl) -4,5 -dihydro- 3H- 
benzo[&] [ 1 ,4]diazepin-2-yl]v4-hydroxy-6-methyl-pyran-2-one; 

3-[7-(4-dimethylaminorphenyl)-2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2-one;\ 

3- [7-2,4-dimethoxy-phen^l)-2,3,6„7-tetrahydro-[l,4]thiazepin-5-yl]-4- 
hydroxy- l//-quinolin-2-one; 

4- hyckoxy-6-methyl-3-[7-(4-ti^fluoromethoxy-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

3-[7-(bis-trifluoromethyl-phenyl) ; -2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-pyran-2-one; 

3-[7-(4-dimethylamino-2-metlk)xy-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]tWazepin-5-yl]-4-hydroxy-6-methyl-pAan-2-one; 

3-hydroxy-2-[2-(2,4-diethoVy-phenyl)-2,3-dihydro- 
benzo[fc] [ 1 ,4]thiazepin-4-yl]-cyclohex-2-enonet 

3-[7-(2,4-dimethoxy-phenyl)-l-oxo- > 2,3,6,7-tetrahydro-lH-lX, 4 - 
[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-methoxy-pyran-2-one; 

1 0-(2,4-dimethoxy-phenyl)-3-methyl-7,8-di^ydro- 10H-2,5-dioxa-9-thia- 
6a-aza-cyclohepta[a] naphthalene- 1 ,6-dione; 

3-[7-(2,4-dimethoxy-phenyl)- 1 , l-dioxo-2,3\6,7-tetrahydro- IH- IX 6 - 
[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-methyl-pyran-2-one; 



V 3-[7-(2,4-diethoxy-phenyl)-2,3-dihydro-[ 1 ,4]tWazepin-5-ylM-hydroxy-6- 
methyl^pyran-2-one; 

3-X7-[2 s 2']bithieny]-5^ 
methyl-pyr^Q-2-one; 

2- [7-(2y4-diethoxy-phenyl)-2,3-dihydro-[ 1 ,4]thiazepin-5-yl]-3-hydroxy- 
cyclohex-2-enone; and 

3- [7-(2,4-diethoxy-phenyl)-2,3-dihydro-[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6- 
methyl-5,6-dihydro-byran-2-one; or 

a W-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture W stereoisomers; or a pharmaceutical^ acceptable salt 
thereof. \ 

73. A method fok treating or preventing cancer, comprising 
administering to an animal in nted of such treatment an effective amount of a 
compound selected from the groufi consisting of: 

4- hydroxy-6-methyl-3-[7-(4W 
[l,4]thiazepin-5-yl]-pyran-2-one; \ 

347-(4^thoxy-phenyl)-2,3,6,7-te^ 
6-methyl-pyran-2-one; \ 

3-t7-(3-methoxy-phenyl)-2,3,6Atetrahydro-[l,4]thiazepin-5-yl]- 
6-methyl-pyran-2-one ; \ 

3-[7-(2-bromo-phenyl)-2,3,6,7-tetrahydfo-[ 1 ,4]thiazepin-5-yl]4-hydroxy- 
6-methyl-pyran-2-one; \ 

347-(2,3-dichloro-phenyl)-2,3,6,7-tetralWdro-[l,4]thiazepin-5-yl] 
hydroxy-6-methyl-pyran-2-one; \ 

3-[7-(3,4-dichloro-phenyl)-2,3,6,7-tetrah))dro-[l,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-pyran-2-one; \ 

6-methyl-347-(2,3,4-trimethoxy-phenylV2,3,^ 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; \ 

6-methyl-3-(2-/?-tolyl-2,3-dihydro-benzo[Z)] [ l\4]thiazepin-4-yl)- 
pyran-2-one; 



4-h^roxy-6-methyl-3-[2-(4-methylsulfany 
benzo[fe] [ 1 ,4]tniazepin-4-yl]-pyran-2-one; 

4-hydrox5^-[7-(4-chloro-2-methoxy-nheny!)-23 i 6 i 7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-6\nethyl-pyran-2-one; and 

4-hydroxy-3-[7-(2>4-diethoxy-phe^ 

yl]-6-methyl-pyran-2-one; or\ 

a Af-oxide derivative, proamg derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a pharmaceutical^ acceptable salt 
thereof. \ 



74. The mettiod of claim 73, wherein said compound is selected from 
the group consisting of: \ 

4-hydroxy-6-methyl\3-[7-(4-methylsulfanyl-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

3-[7-(3,4-dichloro-phenyl)-2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-pyran-2-one; and 

6-methyl-3-[7-(2,3,4-trim^thoxy-phenyl)-2,3,6,7-tetrahydro- 
[l,4]thiazepin-5-yl]-pyran-2-one; or \ 

a Af-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a\pharmaceutically acceptable salt 
thereof. \ 



75. The method of Claims 66 and 73, wherein said cancer is selected 
from the group consisting of HoHgkin's disease, non-Hodgkin's lymphoma, acute 
and chronic lymphocytic leukemics, multiple myeloma, neuroblastoma, breast 
carcinoma, ovarian carcinoma, liing carcinoma, Wilms' tumor, cervical 
carcinoma, testicular carcinoma, sorkrtissue sarcoma, chronic lymphocytic 
leukemia, primary macroglobulinemia, bladder carcinoma, chronic granulocytic 
leukemia, primary brain carcinoma, malignant melanoma, small-cell lung 
carcinoma, stomach carcinoma, colon Wcinoma, malignant pancreatic 
insulinoma, malignant carcinoid carcinoma, choriocarcinoma, mycosis fungoides, 
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head and neck carcinoma, osteogenic sarcoma, pancreatic carcinoma, acute 
granulocytic leukemia, hairy cell leukemia, neuroblastoma, rhabdomyosarcoma, 
Kaposi's sarcoma, genitourinary carcinoma, thyroid carcinoma, esophageal 
carcinoma, malignant hypercalcemia, cervical hyperplasia, renal cell carcinoma, 
endometrial carcinoma, polycythemia vera, essential thrombocytosis, adrenal 
cortex carcinoma, skin cancer an prostatic carcinoma. 

76. A method for the treatment of drug resistant cancer, comprising 
administering to anVnimal in need of such treatment an effective amount of a 
compound of compound of Formula I: 




\ I 

in which: \ 

the dashed lines indicate optional unsaturation without violating valency 
rules; \ 

R 1 is hydrogen, (C^alkyl or -CCp)R 6 , wherein R 6 is as defined below, or 
R 1 is absent when a double bond exists between the nitrogen atom to which R 1 
is attached and an adjacent ring atom or RNis as defined below; 

X 1 is -NR 2 -, -S-, -S(O)-, -S(0) 2 - tir -O-, wherein R 2 is hydrogen or 
(C^alkyl or is absent when a double bond exists between the nitrogen atom to 
which R 2 is attached and an adjacent ring atom\ 

A 1 is a monocyclic or fused polycyclic ring system selected from aryl 
containing a total of 6 to 14 ring atoms, heteroaryl containing a total of 5 to 14 
ring atoms and unsaturated, partially unsaturated or Saturated carbocycloalkyl or 
heterocycloalkyl each containing a total of 3 to 14 ringVtoms, or A 1 together with 
R 1 and the atoms to which A 1 and R 1 are attached forms a fused polycyclic ring 
system selected from heteroaryl and unsaturated, partially unsaturated or saturated 
heterocycloalkyl in any case containing a total of 10 to 1 5 rmg atoms, wherein A 1 
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may be substituted with a group selected from -R\ -X 2 OR 3 , -X 2 C(0)R 3 , 
-X*bC(0)R\ -X 2 C(0)OR 3 , -X 2 SR 3 , -X 2 S(0)R 3 , -X 2 S(0) 2 R 3 , -X 2 NR 3 R 4 , 
-^NRtfOJR 3 , -X 2 NR 4 C(0)OR 3 , -X 2 C(0)NR 3 R 4 , -X 2 NR 4 C(0)NR 3 R\ 



-X 2 NR 4 C(>JR 4 )NR 3 R 4 ,-X 2 NR 4 S(0) 2 R 3 and -X 2 S(0) 2 NR 3 R 4 , wherein X 2 is abond 
or (C^alkylene, R 3 is -X 2 R 5 wherein X 2 is as defined above and R 5 is aryl 
containing a total of 6 to 10 ring atoms, heteroaryl containing a total of 5 to 10 
ring atoms or unsaturated, partially unsaturated or saturated carbocycloalkyl or 
heterocycloalkyl each containing a total of 3 to 10 ring atoms, and R 4 at each 
occurrence independency is hydrogen, (C^)alkyl or halo-substituted (C^alkyl, 
wherein each ring within \* and R 5 contains from 3 to 8 ring atoms and may be 
substituted with 1 to 3 groutos independently selected from (C 1 _ 6 )alkyl, cyano, 
halo, nitro, halo-substituted \c^)alkyl, -X 2 OR 4 , -X 2 C(0)R 6 , -X 2 OC(0)R 6 , 
-X 2 C(0)OR 4 , -X 2 SR 4 , -X 2 S(0)k 6 , -X 2 S(0) 2 R 6 , -X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , 
-X 2 NR 4 C(0)OR 4 , -X 2 C(0)NR 4 R 4 ,\x 2 NR 4 C(0)NR 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 , 
-X 2 NR 4 S(0) 2 R 6 and -X 2 S(0) 2 NR 4 R 4 , ^lerein X 2 and R 4 are as defined above and 
R 6 is (Ci^)alkyl or halo-substituted\ (C^)alkyl, and wherein any said 
carbocycloalkyl and heterocycloalkyl ringsswithin A 1 and R 5 may be substituted 
further with 1 to 2 groups independently selected from (C^alkylidene, oxo, 
imino and thioxo, with the provisos that only one of A 1 and R 5 is a fused 
polycyclic ring system; \ 

A 2 is a monocyclic or fused bicyclic ring selected from heteroarylene or 
unsaturated, partially unsaturated or saturated heterocycloalkylene containing a 
total of 5 to 11 ring atoms, wherein A 2 may be substituted with a group selected 
from -R 8 , -X 2 OR 8 , -X 2 C(0)R 8 , -X 2 OC(0)R 8 , -X^^OR 8 , -X 2 SR 8 , -X 2 S(0)R 8 , 
-X 2 S(0) 2 R 8 , -X 2 NR 4 R 8 , -X 2 NR 4 C(0)R 8 , -X 2 NR 4 C(0)OR 8 , -X 2 C(0)NR 4 R 8 , 
-X 2 NR 4 C(0)NR 4 R 8 , -X 2 NR 4 C(NR 4 )NR 4 R 8 ,-X 2 NR 4 S(0) 2 R 8 aW -X 2 S(0) 2 NR 4 R 8 , 
wherein X 2 is a bond or (C^alkylene, R 8 is -X 2 R 9 wherein X 2 ikas defined above 
and R 9 is aryl containing a total of 6 to 10 ring atoms, heteroaWl containing a 
total of 5 to 10 ring atoms or unsaturated, partially unsaturated or saturated 
carbocycloalkyl or heterocycloalkyl each containing a total of 3 to luvring atoms, 
and R 4 at each occurrence independently is hydrogen, (Ci^alkyl or 
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lo-substituted (QJalkyl, wherein each ring within A 2 and R 8 contains from 3 
to 8vring atoms and may be substituted with 1 to 3 groups independently selected 
from\c w )alkyl, cyano, halo, nitro, halo-substituted (Cj. 6 )alkyl, -X 2 OR 4 , 



-X 2 C(0)V -X 2 OC(0)R 6 , -X 2 C(0)OR 4 , -X 2 SR 4 , -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 , 
-X 2 NR 4 r\ -X 2 NR 4 C(0)R 6 , -X 2 NR 4 C(0)OR 4 , -X 2 C(0)NR 4 R 4 , 
-X 2 NR 4 C(oWr 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 , -X 2 C(0)NR 4 X 2 C(0)OR 4 , 
-X 2 NR 4 S(0) 2 R 6 %d -X 2 S(0) 2 NR 4 R 4 , wherein X 2 and R 4 are as defined above and 
R 6 is (C, Jalkyl V halo-substituted (C^)alkyl, and wherein any said 
heterocycloalkylene, c&bocycloalkyl and heterocycloalkyl rings within A 2 and R 8 
may be substituted further with 1 to 2 groups independently selected from 
(C M )alkylidene, oxo, iminoWd thioxo, with the proviso that only one of A 2 and 
R 8 is a fused polycyclic ring system; and 

A 3 is a monocyclic or fused polycyclic ring system selected from aryl 
containing a total of 6 to 14 ring atewns, heteroaryl containing a total of 5 to 14 
ring atoms and unsaturated, partially Unsaturated or saturated carbocycloalkyl or 
heterocycloalkyl each containing a totaW 3 to 14 ring atoms, wherein A 3 may 
be substituted with a group selected from -k 9 , -X 2 OR 9 , -X 2 C(0)R 9 , -X 2 OC(0)R 9 , 
-X 2 C(0)OR 9 , -X 2 SR 9 , -X 2 S(0)R 9 , -X 2 S(6} 2 R 9 , -X 2 NR 4 R 9 , -X 2 NR 4 C(0)R 9 , 
-X 2 NR 4 C(0)OR 9 , -X 2 C(0)NR 4 R 9 , -X 2 NR 4 C(fo)NR 4 R 9 , -X 2 NR 4 C(NR 4 )NR 4 R 9 , 
-X 2 NR 4 S(0) 2 R 9 and -X 2 S(0) 2 NR 4 R 9 , wherein xX is a bond or (C^)alkylene, R 9 
is -X 2 R 10 wherein X 2 is as defined above and R 10 isNaryl containing a total of 6 to 
10 ring atoms, heteroaryl containing a total of 5 to 1(5 ring atoms or unsaturated, 
partially unsaturated or saturated carbocycloalkyl )»• heterocycloalkyl each 
containing a total of 3 to 10 ring atoms, and R 4 at each occurrence independently 
is hydrogen, (C, Jalkyl or halo-substituted (C^)alkyl, whterein each ring within 
A 3 and R 10 contains from 3 to 8 ring atoms and may be substituted with 1 to 3 
groups independently selected from (C^alkyl, cyano, halo, nitro, 
halo-substituted (C^)alkyl, -X 2 OR 4 , -X 2 C(0)R 6 , -X 2 OC(0)Rt -X 2 C(0)OR 4 , 
-X 2 SR 4 , -X 2 S(0)R 6 , -X 2 S(0) 2 R 6 , -X 2 NR 4 R 4 , -X 2 NR 4 C(0)R 6 , -xWc(0)OR 4 , 
-X 2 C(0)NR 4 R 4 , -X 2 NR 4 C(0)NR 4 R 4 , -X 2 NR 4 C(NR 4 )NR 4 R 4 ,-X 2 NrW) 2 R 6 and 
-X 2 S(0) 2 NR 4 R 4 , wherein X 2 and R 4 are as defined above and R 6 is (Q^alkyl or 
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halo-substituted (C,^)alkyl, and wherein any said carbocycloalkyl and 
heterocycloalkyl rings within A 3 and R 10 may be substituted further with 1 to 2 
groups independently selected from (C j^)alkylidene ; oxo, imino and thioxo, with 



03 



mo 

o 



15 



the proviso that >s>nly one of A 3 and R 10 is a fused polycyclic ring system; or a 
TV-oxide derivatives prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a pharmaceutical^ acceptable salt 
thereof.; with the proviso that when said compound is of Formula 11(a): 



HO 



then A 3 is other than: 

(a) benzo[ 1 ,3]dioxolyl; 

(b) phenyl which is mono-sufc^tituted by bromo, hydroxy, methyl or 
isopropyl; and 

(c) phenyl which is substituted b]Xat least one of CI and methoxy and 
not substituted by methylsulfanyl, amino, methylamino and dimethylamino; or 

a Af-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a phiuinaceutically acceptable salt 
thereof. 



77. The method of claim 76, with the further^proviso that when said 
compound is selected the group consisting of Formula U(h) and 11(b): 
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then A 3 is other than: 

(a) benfco[l,3]dioxolyl; 

(b) pheny^ which is mono-substituted by bromo, nitro, hydroxy, 
methyl or isopropyl; 

(c) phenyl which is substituted by at least one of CI and methoxy and 
not substituted by methylsWanyl, amino, methylamino and dimethylamino; or 

a Af-oxide derivative,Wodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a pharmaceutical^ acceptable salt 
thereof. 



78. The method of claim/76, with the further proviso that when said 
compound is selected the group consisting of Formula 11(a) and 11(b): 



15 




HO N 



then A 3 is other than: 

(a) benzo[l ,3]dioxolyl; 

(b) 2,3-dihydro-benzo[l,4]dioxinyl; and 
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\ (c) phenyl which is substituted by at least one of bromo, chloro, 
hydroxy, nitro, methoxy and (C l . 3 )alky; or 

a ivtoxide derivative, prodrug derivative, protected derivative, individual 
stereoisomerW mixture of stereoisomers; or a pharmaceutical^ acceptable salt 
thereof. 1. \ 



79. The method of Claim 76, wherein A 1 of said compound is a group 
selected from Formulak(a), (b), (c), (d) and (e): 




(a) \(b) (c) 




( d ) \ (e) 

in which R 7 is hydrogen or methyl, R 11 is hydrogen or (C^alkyl and the free 

valance is attached to A 2 , or \ 

A 2 and A 1 together with R 1 and the atoms to winch A 1 and R 1 are attached 

forms a group of Formula (g): \ 
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(m) 

in which n is 1 or 2 and R 1 is acetyl or trifluoroac^yl; or a Af-oxide derivative, 
prodrug derivative, protected derivative, individual kereoisomer or mixture of 
stereoisomers; or a pharmaceutically acceptable salt the 
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80. The method of Claim 79, wherein A 3 of saicKeompound is phenyl 
or heteroaryl containing a total of 5 to 9 ring atoms, wherein A 3 may be 
substituted with a group selected from -R 9 , -X 2 OR 9 , -X 2 SR 9 \nd -X 2 S(0) 2 R 9 , 



wherein R 9 is^X^R 10 , X 2 is a bond or (C^)alkylene and R 10 is phenyl or heteroaryl 
containing a total o^5 to 6 ring atoms, wherein each ring within A 3 and R 10 may 
be substituted with 1 tcK3 groups indeoendentlv selected from (C ; *)alkyl, halo, 
halo-substituted (C,^)alkyh\X 2 OR 4 , -X 2 SR 4 , -X 2 S(0) 2 R 6 and -X 2 NR 4 R\ wherein 
R 4 at each occurrence independently is hydrogen, (C,^)alkyl or halo-substituted 
(C l-6 )alkyl and R 6 is (C^alkylW halo-substituted (C^)alkyl; or a Af-oxide 
derivative, prodrug derivative, protebted derivative, individual stereoisomer or 
mixture of stereoisomers; or a pharmaceutical^ acceptable salt thereof. 



TJ 1 . The method of Claim 80, wherein said compound is selected from 
the groupVonsisting of: 

4-hy^oxy-3-[7-(2-methoxy-4-methylsulfanyl-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepinr5-yl]-6-methyl-pyran-2-one; 

2- [7-(2V-dimethoxy-phenyl)-2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]- 

3- hydroxy-cyclonex-2-enone; 

4-hydroxy\3-[7-(4-methanesulfonyl-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-6-methyl-pyran-2-one; 

3- [2-(2,4-diettoxy-phenyl)-2,3-dihydro-benzo[^][l,4]thiazepin-4-yl]- 

4- hydroxy-6-methyl-pyr£ui-2-one; 

3-[7-(2,4-diethoxVphenyl)-2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-5,6-dinVdro-pyran-2-one; 

3-[7-(4-dimethylamino-phenyl)-2,3,6,7-tetrahydro-l,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-5,6-dihydrb-pyran-2-one; 

2- [7-(2,4-diethoxy-pheiWl)-2,3,6,7-tetrahydro-[l;4]thiazepin-5-yl]- 
3-hydroxy-cyclohex-2-enone; \ 

3- hydroxy-2-[7-(2,3,4-triVethoxy-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-cyclohex-2-enone\ 

3- hydroxy-2-[2-(2,3,4-trrmethoxy-phenyl)-2,3-dihydro- 
benzo[&] [ 1 ,4]thiazepin-4-yl]-cyclohex-2-enone; 

4- hydroxy-6-methyl-3-[2-(2,3,4-trimethoxy-phenyl)-2,3-dihydro- 
benzo[Z>] [ 1 ,4]thiazepin-4-yl]-5,6-dihydro-pyran-2-one; 
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4-hyUtoxy-6-methyl-3-[7-(2,3,4-trimethoxy-phenyl)- 
2,3,6 J-tetrahydro-P>tMiiazepin-5-yl]-5,6-dihydro-pyran-2-one; and 

3-[7-(2,4-dimethoxv k "henvl)-2 j 3-dihyd xo-£ 1 ,4Jthiazepin— S-yl J— 4— hydroxy - 




6-methyl-pyran-2-one; or 

a Af-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a'i^rmaceutically acceptable salt 
thereof. 



82. The method of claim 76, wherein said compound is selected from 
the list consisting of: 

3-[4-acetyl-7-(2,4-dimethoxy-phenyl)-[l,4]thiazepan-5-yl]-4-hydroxy-6- 
methyl-pyran-2-one; 

3- [7-(2,4-dimethoxy-ph^nyl)-4-(2,2,2-trifluoro-ethanoyl)-[ 1 ,4]thiazepan- 
5-yl] -4-hydroxy-6-methyl-pyran-2vone ; 

l-[7-(2,4-dimethoxy-phe^iyl)-5-(3-fluord-4-methoxyphenyl)- 
[ 1 ,4]thizepan-4-yl]-ethanone; 

4- hydroxy-6-methyl-3-[7-(3-pheifyl-l/f-^^ 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

3-[7-(5-ethyl-thien-2-yl)-2,3,6,7-t^trahydro-[l,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2-one; 

3- [7-( 1 -benzyl- l//-indol-3-yl)-2,3,6,7-te^ahydro-[ 1 ,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2-one ; 

4- hydroxy-6-methyl-3[7-(2-trifluoromethyisulfanyl-phenyl)-2,3,6,7- 
tetrahydro-[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

4-hydroxy-6-methyl-3[7-(3-trifluoromethylsi!i v lfanyl-phenyl)-2, 3,6,7- 
tetrahydro-[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

4-hydroxy-6-methyl-3[7-(4-trifluoromethylsulf£i^yl-phenyl)-2, 3,6,7- 
tetrahydro- [ 1 ,4] thiazepin-5-yl] -pyran-2-one; 

4-hydroxy-6-methyl-3-[7-[3-(3-trifluoromethyl-phenox^-phenyl]-2,3,6,7- 
tetrahydro-[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 



3V7-[3-(3,4-dichloro-phenoxy)-phenyl]-2,3,6 ,7-tetrahydro-[ 1 ,4]thiazepin- 
5-yl]-4-hydi , oxy-6-methyl-pyran-2-one; 

3- [7-[3\(3.5-dichloro-phenoxy)-phenyl]-2 ; 3>6 ; 7-tetrahydro-[ 1 ,4]thia2epin- 
5-yl]-4-hydroxy-6-methyl-pyran-2-one; 

4- hydroxy-Vmethyl-3-{7-[5-(3-tri 

2,3 ,6 ,7-tetrahydro-[ 1 A| thiazepin-5-yl}-pyran-2-one; 

3-{7-[5^2K:Mor^>henyl)^ 
yl } -4-hydroxy-6-methyl-pVan-2-one; 

3- { 7-[5<3-cWoro-ph^yl)-furan-2-yl]-2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5- 
yl } ^-hydroxy-6-methyl-pyran\2-one; 

3- { 7-[5-(4-chloro-phenylMuran-2-yl]-2,3»6 ,7-tetrahydro-[ 1 ,4]thiazepin-5- 
yl } -4-hydroxy-6-methyl-pyran-2-ohe; 

4- hydroxy-6-methyl-3- { 7-[5-^K:hloro-5-trifluoromethyl-phenyl)-furan-2- 
yl] -2,3,6,7-tetrahydro-[ 1 ,4]thiazepin-5Vl } -pyran-2-one; 

3-[7-(4-bromo-thien-2-yl)-2,3A^ 
hydroxy-6-methyl-pyran-2-one; \ 

3-[7^5-bromo-thien-2-yl)-2,3,6J-tetrahydro-[l,4]thiazepin-5^ 
hydroxy-6-methyl-pyran-2-one; \ 

3- [7-(l-benzenesulfonyl-l//-pyrrAl-2-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-methyl-pyran-2Vone; 

4- hydroxy-6-methyl-3-[7-(3-methyl-thieh-2-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; \ 

4-hydroxy-6-methyl-3-[7-(5-methyl-thien-2ryl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; \ 

4-hydroxy-6-methyl-3-[7-(l-methyl-^ 
[l,4]thiazepin-5-yl]-pyran-2-one; \ 

3-[7-(3-chloro-2-methyl-5-trifluoro 
tetrahydro-[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-methyl-pyran-2-bne; 

3- { 7-[ 1 -(2,4-difluoro-benzenesulfonyl)- l//-pyrrrol-2-yl]-2,3,6,7- 
tetrahydro-[ 1 ,4]thiazepin-5-yl } -4-hydroxy-6-methyl-pyran-2-on6u 
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^(7-[2,2']bithienyl-5^ 
hydroxy-6^methyl-pyran-2-one ; 

3-{7\l-(3,5-dichloro-phenyl)-lH-pyrrrol-2-yl]-2 ; 3 ; 6,7-tetrahy 
[ 1 ,4]thiazepin-3ryl } -4-hydroxy-6-methyl-pyran-2-one; 

3- { 7-[ 1 -04-chloro-phenyl)- 1^ 
[ 1 ,4]thiazepin-5-yl p4-hydroxy-6-methyl-pyran-2-one; 

3- [7-(5-chloro^l//-indol-3-yl)-2,3»6 ,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran^-one; 

4- hydroxy-6-meth^-3-[7-(6-/7-tolylsulfanyl-imidazo[2, 1 -fc]thiazol-5-yl)- 
2,3,6,7-tetrahydro-[ 1 ,4]thiaz^pin-5-yl]-pyran-2-one; 

3-[7-(4,5-dibromo-thieV2-yl)-2,3,6 ,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2-one; \ 

3-[7-(2-chloro-5-trifluOxomethyl-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-memyl-pyran-2-one; 

3- [7-(2,4-dimethoxy-phenyl)-A3,6,7-tetrahydro-[l,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-5 ,6-dihydro-pyran-2\one ; 

4- hydroxy-6-methyl-3-[7-(5-methylsulfanyl-thien-2-yl)-2, 3,6,7- 
tetrahydro- [ 1 ,4]thiazepin-5-yl] -pyran-2-one;\ 

3-[7-(5-chloro- 1 -methyl-3-phenyl- lH-Wazol-4-yl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-methyl-pyran-X-one; 

3 - [ 4 - ( 2 , 4 - d i m e t h o x y - p h e n y V ) - 4 , 5 - d i h y d r o - 3 H - 
benzo[fc][ 1 ,4]diazepin-2-yl]-4-hydroxy-6-methyl-pyran-2-one; 

3-[7-(4-dimethylamino-phenyI)-2,3,6 ,7-tetrahyW-[ 1 ,4]thiazepin-5-yl]-4- 
hydroxy-6-methyl-pyran-2-one; \ 

3- [7-2,4-dimethoxy-phenyl)-2,3,6,J-tetrahydro-N,4]thiazepin-5-yl]-4- 
hydroxy- l/f-quinolin-2-one; \ 

4- hydroxy-6-methyl-3-[7-(4-trifluoromethoxy-phenyl>2,3 ,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; \ 

3-[7-(bis-trifluoromethyl-phenyl)-2,3 > 6,7-tetrahydro-[ 1 ,4flthiazepin-5-yl]- 
4-hydroxy-6-methyl-pyran-2-one; \ 
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3-[7-(4-dimethylamino-2-m 
[ 1 ,4]thiazfegin-5-yl]-4-hydroxy-6-methyl-pyran-2-one; 

3-hych;oxy-2- [2-(2,4-diethoxy-phenyl)-2 ; 3-di hydro - 



benzo[fc] [ 1 ,4]tWazemn-4-yl]-cyclohex-2-enone; 

3-[7-(2,4-dimfeihoxy-phenyl)-l-oxo-2,3,6,7-tetrahydro-lH-lX, 4 - 
[ 1 ,4] thiazepin-5-yl] -4-hydroXy-6-methoxy-pyran-2-one; 

1 0<2,4-dimethoxy-phen^3-methyl-7,8-dihydro- 10//-2,5-dioxa-9-thia- 
6a-aza-cyclohepta[a] naphthalene- 1 ,6^dione; 

3-[7-(2,4-dimethoxy-phenyl)- 1 ,Wioxo-2,3,6,7-tetrahydro- IH- 1 X, 6 - 
[ 1 ,4]thiazepin-5-yl]-4-hydroxy-6-methyl-pyrans2-one; 

3-[7-(2,4-diethoxy-phenyl)-2,3-dihydro-[ 1 ,^iiazepin-5-yl]-4-hydroxy-6- 
methyl-pyran-2-one ; 

3-(7-[2,2']bithienyl-5-yl-2^-dihydro-[l,4]thiazepi\5-yl)-4-hydroxy-6- 
methyl-pyran-2-one; 

2- [7-(2,4-diethoxy-phenyl)-2,3-dihydro-[l,4]thiazepin-5-yJ^3-hydroxy- 
cyclohex-2-enone; and 

3- [7-(2,4-diethoxy-phenyl)-2,3-dihydro-[ 1 ,4]thiazepin-5-yl]-4-hydr^y-6- 
methyl-5,6-dihydro-pyran-2-one; or 

a W-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a pharmaceutical^ acceptable salt 
thereof. 



83. A method for thb.treatment of drug resistant cancer, comprising 
administering to an animal in neei^ of such treatment an effective amount of a 
compound selected from the group consisting of: 

4-hydroxy-6-methyl-3-[7-(4-mefl^ylsulfanyl-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; \ 

3-[7-(4-ethoxy-phenyl)-2,3,6,7-tetrahy^o-[ 1 ,4]thiazepin-5-yl]-4-hydroxy- 
6-methyl-pyran-2-one ; \ 

3-[7-(3-methoxy-phenyl)-2,3,6,7-tetrahWro-[l,4]thiazepin-5-yl]- 
6-methyl-pyran-2-one; \ 
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\3- [7-(2-bromo-phenyl)-2,3 ,6,7-tetrahydro- [ 1 ,4] thiazepin-5-yl]4-hydroxy- 
6-methw-pyran-2-one; 

3\[7-(2,3-dichloro-phenyl)-2,3,6 ,7-tetrahydro-[ 1 ,4]thiazepin-5-yl]4- 
hydroxy-6\methyl-pyran-2-one; 

3 - [7\(3 ,4-dichloro-phenyl)-2,3 ,6,7-tetrahydro- [ 1 ,4] thiazepin-5 -yl] - 
4-hydroxy-6-methyl-pyran-2-one ; 

6-methVl-3-[7-(2,3,4-trimethoxy-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; 

6-methyl-i-(2-p-tolyl-2,3-dihydro-benzo[fc] [ 1 ,4]thiazepin-4-yl)- 
pyran-2-one; \ 

4-hydroxy-6-methyl-3-[2-(4-methylsulfanyl-phenyl)-2,3-dihydro- 
benzoffe] [ 1 ,4]thiazepin-4-yl]-pyran-2-one; 

4-hydroxy-3-[7-C4-chloro-2-methoxy-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]tWazepin-5-yl]-6-methVl-pyran-2-one; and 

4-hydroxy-3-[7-(2,4-dfethoxy-phenyl)-2,3 ,6,7-tetrahydro-[ 1 ,4] thiazepin-5- 
yl]-6-methyl-pyran-2-one; or \ 

a Af-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a pharmaceutically acceptable salt 
thereof. \ 

84. The method of claim 83,Vvherein said compound is selected from 
the group consisting of: \ 

4-hydroxy-6-methyl-3-[7-(4-methwsulfanyl-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yl]-pyran-2-one; \ 

3-[7-(3,4-dichloro-phenyl)-2,3,6,7-tetrahydro-[l,4]thiazepin-5-yl]- 
4-hydroxy-6-methyl-pyran-2-one; and \ 

6-methyl-3-[7-(2,3,4-trimethoxy-phenyl)-2,3,6,7-tetrahydro- 
[ 1 ,4]thiazepin-5-yI]-pyran-2-one; or \ 

a Af-oxide derivative, prodrug derivative, protected derivative, individual 
stereoisomer or mixture of stereoisomers; or a pharmaceutically acceptable salt 
thereof. \ 
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85. The mfethod of Claim 66, 73, 76 or 83, further comprising 
administering to said animaTfcUeast one known cancer chemotherapeutic agent, 
or a pharmaceutically acceptable s&lt of said agent. 



86. The method o^Claim 85, wherein said known cancer therapeutic 
agent is selected from the group assisting of busulfan, cis-platin, mitomycin C, 
carboplatin, colchicine, vinblastin&w paclitaxel, docetaxel, camptothecin, 
topotecan, doxorubicin, etoposide, S-aza^ytidine, 5-fluorouracil, methotrexate, 
5-fluoro-2'-deoxy-uridine, ara-C, hydroxyurea, thioguanine, melphalan, 
chlorambucil, cyclophosamide, ifosfamide, vincristine, mitoguazone, epirubicin, 
aclarubicin, bleomycin, imitoxantrone, elliptinium. fludarabine, octreotide, 
retinoic acid, tamoxifen, Herceptin, Rituxan and alanosn 1 



87. The method of Claim 66, 73, 75 or 83, further comprising treating 
said animal with radiation-therapy. 

88. The method of Claim 66, 73, 76 or 83, wherein said compound is 
administered after surgicartreatment for cancer. 



89. The method of Claim 57, wherein said disorder is an autoimmune 




disease. 

90. The method of Claim 5X wherein said disorder is rheumatoid 
arthritis. 

91. The method of Claim 57, whereuj said disorder is inflammation 
or inflammatory bowel disease. 

92. The method of Claim 57, wherein said disorder is psoriasis. 

93. The method of Claim 57, wherein said disorder is a skin disease. 
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